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Title  21 — Food  and  Drugs 

CHAPTER  I — FOOD  AND  DRUG  ADMINIS¬ 
TRATION.  DEPARTMENT  OF  HEALTH, 
EDUCATION.  AND  WELFARE 

SUBCHAPTER  C — DRUGS 

PART  130— NEW  DRUGS 
General  Conditions  for  OTC  Drugs 

In  the  Federal  Register  of  April  5, 
1973  (38  FR  8714),  the  Commissioner  of 
Food  and  Drugs  propiosed  general  con¬ 
ditions  for  OTC  drugs  which  are  gener¬ 
ally  recognized  as  safe  and  effective  and 
are  not  misbranded. 

A  number  of  comments  were  received 
in  response  to  the  proposal.  The  points 
raised  and  the  Commissioner’s  con¬ 
clusions  are  as  follows. 

General  Comments 

1.  One  comment  contended  that  the 
general  conditions  set  forth  in  this  sec¬ 
tion  are  premature  because  other  OTC 
panels  may  reach  differing  conclusions. 

The  Commissioner  does  not  agree  that 
promulgation  of  the  general  conditions 
set  out  in  the  proposal  is  premature. 
These  conditions  are  subject  to  revision 
and  augmentation  if  future  panel  reports 
or  other  Information  justifies  such 
changes.  The  Commissioner  also  recog¬ 
nizes  that  a  specific  monograph  may 
properly  modify  these  general  con¬ 
ditions,  i.e.,  create  an  exemption,  where 
appropriate. 

2.  There  was  comment  that  the  pur¬ 
pose  and  intent  of  this  proposal  is  im- 
clear  because  it  refers  to  specific  regu¬ 
lations  already  promulgated  by  the  Food 
and  Drug  Administraticm  and  seems  to< 
be  an  attempt  to  codify  the  various  regu¬ 
lations,  thereby  changing  their  legal 
status. 

The  new  regifiation  sets  forth  in  one 
place  the  various  regulations  that  relate 
to  OTC  drugs.  These  regulations  embody 
legal  requirements  that  must  be  satis¬ 
fied  by  an  OTC  drug  in  order  to  avoid 
regulatory  action,  and  thus  their  in¬ 
corporation  by  reference  in  no  way 
changes  their  legal  status. 

3.  There  was  comment  that  the  re¬ 
quirement  in  paragraph  (c)  will  cause 
confusion  because  it  seems  to  be  an 
amendment  to  the  provisions  of  §  1.102a 
(b)  (21  CFR  1.102a[b]),  relating  to  OTC 
drug  labeling. 

The  Commissioner  has  reviewed  §  1.- 
102a(b)  and  can  find  no  inconsistency  or 
confusion  between  these  two  provisions. 

4.  There  were  a  niunber  of  comments 
that  the  Food  and  Drug  Administration 
does  not  have  the  authority  to  regulate 
the  advertising  of  OTC  drugs  or  request 
copies  of  all  the  advertising. 

The  Food  and  Drug  Administration 
recognizes  that  the  Federal  Trade  Com¬ 
mission  has  responsibility  for  the  regu¬ 
lation  of  OTC  drug  advertising.  The 
statement  in  the  regulation  applies  only 
to  the  extent  that  advertising,  exceeds 
the  approved  labeling.  The  Federal  Food, 
Drug,  and  Cosmetic  Act  prohibits  a 
manufacturer  from  advertising  a  drug 
to  treat  a  condition  for  which  there  are 
no  adequate  directions  for  use  on  the 
label. 
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(TJ-S.  V.  Articles  of  Drug  •  •  •  Foods  Plus, 
Inc.,  362  F.2d  923  (3d  Clr.  1966);  V.  E.  Irons, 
Inc.  V.  UJ3..  244.F.2d  34  (1st  Clr.  1967), 
cert,  den.,  364  U.S.  923  (1967);  Alberty  Foods 
Products  Co.  V.  UJ5.,  186  F.2d  321  (9tli  Clr. 
I960).) 

5.  There  was  comment  that  the  word 
“harmless”  should  be  deleted  from  the 
statement  in  paragraph  (e)  on  inactive 
ingredients  since  “hannless”  has  no  defi¬ 
nition  in  the  Act,  and  also  that  the  state¬ 
ment  about  testing  should  be  clarified. 

The  Commissioner  agrees  and  this  pro¬ 
vision  has  been  rewritten. 

6.  There  was  comment  that  reference 
should  be  made  to  §  133.9,  governing 
product  containers  and  their  compon¬ 
ents,  to  avoid  confusion  in  paragraph  (f ) . 

The  Commissioner  agrees  and  this 
provision  has  been  revised. 

7.  A  comment  was  made  that  the  gen¬ 
eral  warnings  required  in  paragraph  (g) 
(i.e.,  “Keep  this  and  all  drugs  out  of  the 
reach  of  children”  and,  “In  case  of  ac¬ 
cidental  overdose  contact  a  physician  im¬ 
mediately”),  are  inappropriate  as  gen¬ 
eral  conditions  and  should  be  dealt  with 
by  each  panel.  Toothpaste  was  cited  as 
an  example  of  drugs  that  need  no  such 
warnings.  One  comment  recommended 
that  the  proposed  labeling  changes 
should  comply  with  21  CFR  Part  131. 

The  Commissioner  agrees  that  some 
formulations  do  not  require  such  warn¬ 
ings.  This  can  be  hanified  through  ap¬ 
propriate  exemptions  in  the  applicable 
monographs.  The  Dental  Panel,  for  ex¬ 
ample,  could  determine  that  the  warn¬ 
ings  appearing  in  §  130.302(g)  are  in¬ 
appropriate  for  toothpaste,  and  recom- 
mencf  an  exemption  from  that  general 
requirement.  The  statement  that  21  CFR 
Part  131  also  removes  the  necessity  of 
this  subsection  is  incorrect.  That  section 
will  be  amended  when  the  OTC  drug 
review  is  completed  to  delete  all  OTC 
drug  warnings  since  it  will  be  superseded 
by  the  Individual  OTC  drug  monographs. 
The  Commissioner  intends  that,  as  they 
are  promulgated,  the  monograph  warn¬ 
ings  will  be  used  in  place  of  the  Part  131 
warnings,  which  will  thereby  be  made 
obsolete. 

8.  There  was  comment  that  the  word 
“accidental”  should  be  removed  from  the 
warning  because  the  seriousness  of  an 
overdose  is  not  necessarily  related  to  its 
cause. 

The  Commissioner  concludes,  however, 
that  deletion  of  that  term  might  well  be 
misinterpreted  by  the  layman,  resulting 
in  unnecessary  confusion. 

9.  One  comment  recommended  the  fol¬ 
lowing  standard  warning  to  be  used 
whenever  a  Panel  concludes  that  drug 
interaction  is  a  problem;  “Warning;  If 
you  are  taking  a  prescription  medicine, 
consult  your  physician  before  taking  this 
medication.” 

The  Commissioner  agrees  with  this  ap¬ 
proach,  and  has  included  where  neces¬ 
sary  such  a  standard  warning  using  the 
wording  recommended  by  the  Panel, 
which  the  Commissioner  coficludes  to  be 
preferable. 

10.  There  was  comment  that  a  reading 
of  paragraph  (h)  could  result  in  the  min¬ 


imum  dose  being  Interpreted  as  the  maxi¬ 
mum  amount  allowed. 

The  Commissioner  concludes  that  such 
an  erroneous  interpretation  is  quite  un¬ 
likely  and  that  no  change  in  the  wording 
is  warranted.  Even  where  the  product  is 
sufficiently  safe  that  no  maximum  daily 
dosage  limit  is  necessary,  there  is  no 
justification  for  recommending  levels 
higher  than  those  that  will  achieve 
effectiveness. 

11.  Section  130.305(e)  (1)  of  the  pro¬ 
posed  antacid  monograph  published  in 
the  Federal  Register  of  April  5,  1973 
(38  FR  8724) ,  would  have  required  quan¬ 
titative  labeling  of  the  active  ingredients. 
The  tentative  final  monograph,  pub¬ 
lished  elsewhere  in  this  issue  of  the  Fed¬ 
eral  Register,  deletes  this  requirement 
because  the  statute  presently  requires 
quantitative  labeling  of  active  ingredi¬ 
ents  only  for  prescription  drugs,  and  be¬ 
cause  the  Commissioner  has  concluded 
that  quantitative  labeling  of  active  in¬ 
gredients  should  be  recommended  (but 
not  required)  for  all  OTC  drugs.  Accord¬ 
ingly,  the  provision  included  in  the  pro¬ 
posed  antacid  monograph  has  been 
transferred  to  §  130.302(j)  and  revised 
as  a  recommendation  for  all  OTC  drugs. 

Therefore,  pursuant  to  provisions  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  (secs.  201,  502,  505,  701,  52  Stat. 
1040-1042  as  amended,  1050-1053  as 
amended,  1055-1056  as  amended  by  70 
Stat.  919  and  72  Stat.  948;  21  U.S.C.  321, 
352,  355,  371),  the  Administrative  Pro¬ 
cedure  Act  (secs.  4,  5, 10,  60  Stat.  238  and 
243,  as  amended;  5  U.S.C.  553,  554,  702, 
703,  704)  and  under  authority  delegated 
to  the  Commissioner  (21  CFR  2.120),  21 
CFR  Part  130  is  amended  by  adding  a 
new  §  130.302  to  read  as  follows; 

§  130.302  General  conditions. 

An  over-the-coimter  (OTC)  drug 
listed  in  this  subpart  is  generally  recog¬ 
nized  as  safe  and  effective  and  is  not 
misbranded  if  it  meets  each  of  the  con¬ 
ditions  ccmtained  in  this  section  and 
each  of  the  conditions  contained  in  any 
applicable  monogp’aph.  Any  product 
which  fails  to  conform  to  each  of  the 
conditicms  contained  in  this  secticm  and 
in  an  applicable  monograph  is  liable  to 
regulatory  action. 

(a)  The  product  is  manufactured  in 
compliance  with  current  good  manufac¬ 
turing  practices,  as  established  by  Part 
133  of  this  chapter. 

(b)  The  establishment (s)  in  which  the 
drug  product  is  manufactured  is  regis¬ 
tered,  and  the  drug  product  is  listed,  in 
compliance  with  Part  132  of  this  chapter. 
It  is  requested  but  not  required  that  the 
number  assigned  to  the  product  pursu¬ 
ant  to  Part  132  of  this  chapter  appear 
on  all  drug  labels  and  in  all  drug  labeling. 
If  this  number  is  used,  it  shall  be  placed 
in  the  manner  set  forth  in  Part  132  of 
this  chapter. 

(c)  The  product  is  labeled  in  compli¬ 
ance  with  Chapter  V  of  the  act  and 
§  1.100  et  seq.  of  this  chapter.  For  pur¬ 
poses  of  §  1.102a(b)  of  this  chapter,  the 
statemoit  of  identity  of  the  product 
shall  be  the  term  or  phrase  used  in  the 
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applicable  monograph  established  in  this 
subpart. 

(d)  The  advertising  for  the  product 
prescribes,  recommends,  or  suggests  Its 
use  only  under  the  ccmditions  stated  in 
the  labeling. 

(e)  The  product  contains  only  suitable 
inactive  ingredients  which  are  safe  in 
the  amoimts  administered  and  do  not 
interfere  with  the  effectiveness  of  the 
preparaticm  or  with  suitable  tests  or 
assays  to  determine  if  the  product  meets 
its  professed  standards  of  identity, 
strengtix,  quality,  and  purity.  Color  addi¬ 
tives  may  be  used  (xUy  in  accordance 
with  sectimi  706  of  the  act  and  Parts  8 
and  9  of  this  chapter. 

(f)  The  product  container  and  con¬ 


tainer  cmnponents  meet  the  require¬ 
ments  of  S  133.9  of  this  chapter. 

(g)  The  labeling  contains  the  genersd 
warning:  ‘'Keep  this  and  cdl  drugs  out 
of  the  reach  of  children.  In  case  of  acci¬ 
dental  overdose,  contact  a  physician 
imemdiately.”  The  Pood  and  Drug  Ad¬ 
ministration  will  grant  an  exemption 
from  this  general  warning  where  appro¬ 
priate  upon  petition. 

(h)  Where  no  maximiun  daily  dosage 
limit  for  an  active  ingredient  is  estab¬ 
lished  in  this  subpart,  it  is  used  in  a 
product  at  a  level  that  does  not  exceed 
the  amoimt  reasonably  required  to 
achieve  its  intended  effect. 

(i)  The  labeling  for  any  drug  for  which 
an  applicable  monograph  requires  a  drug 


interaction  warning  contains  the  follow¬ 
ing  warning:  “Warning:  Do  not  tcdce  this 
product  concurrently  with  a  prescription 
drug  except  on  the  advice  of  a  physicism.” 

( j )  It  is  recommended  that  tiie  labeling 
of  the  product  ccmtain  the  quantitative 
amoimt  of  each  active  ingredient,  ex¬ 
pressed  in  terms  of  the  dosage  unit  stated 
in  the  directions  for  iise  (e.g.,  tablet, 
teaspoonful). 

Effective  date.  This  order  shall*become 
effective  on  December  12,  1973. 

Dated:  November  2,  1973. 

A.  M.  ScHMmr, 

Commissioner  of  Food  and  Drugs. 

[FR  Doc.73-23928  FUed  11-9-73:8:46  ami 


FEDERAL  REGISTER,  VOL.  38,  NO.  217— MONDAY,  NOVEMBER  12,  1973 


31260 


PROPOSED  RULES 


DEPARTMENT  OF  HEALTH, 
EDUCATION,  AND  WELFARE 
Food  and  Drug  Administration 
[  21  CFR  Part  130  ] 

OVER-THE-COUNTER  DRUGS  GENERALLY 

RECOGNIZED  AS  SAFE  AND  EFFECTIVE 

AND  NOT  MISBRANDED 

Tentative  Final  Order  for  Antacid  Products 

In  the  Federal  Register  of  April  5, 
1973  (38  PR  8714),  the  Commissioner  of 
Pood  and  Drugs,  pursuant  to  S  130.301(a) 
(6)  ((21  CFR  130.301(a)  (6))),  published 
a  proposed  monograph  on  over-the- 
coimter  (OTC)  antacid  drugs. 

Interested  persons  were  invited  to  siib- 
mit  comments  on  the  proposal  within  60 
days.  Twenty-seven  such  comments  were 
received.  For  thirty  days  after  the  final 
day  for  submission  of  comments,  reply 
comments  could  be  filed  with  the  Hearing 
Clerk  in  response  to  comments  filed  in 
the  initial  60-day  period.  Eleven  reply 
comments  were  received.  A  transcript  of 
a  Senate  hearing  held  by  the  Subcom¬ 
mittee  on  Monopoly  of  the  Select  Com¬ 
mittee  on  Small  Business,  chaired  by 
Senator  Nelson,  on  June  6,  1973,  during 
which  testimony  was  presented  on  OTC 
antacid  drugs,  was  filed  with  the  Hear¬ 
ing  Clerk  and  has  been  considered  in  the 
same  way  as  all  other  comments. 

In  accordance  with  §  130.301(a)  (2)  all 
data  and  information  submitted  with 
respect  to  OTC  antacid  drugs  for  con¬ 
sideration  by  the  Advisory  Review  Panel 
has  been  put  on  public  display  at  the 
ofiBce  of  the  Hearing  Clerk,  Food  and 
Drug  Administratior.,  Rm.  6-86,  5600 
Fishers  Lane,  Rockville,  Maryland  20852, 
after  deletion  of  a  small  amount  of  trade 
secret  information. 

The  Commissioner  has  reviewed  the 
Report  and  Monograph  and  all  com¬ 
ments  and  reply  commtne  nasd 
ments  and  reply  comments  and  has 
reached  the  following  conclusions. 

General  Comments 

1.  One  comment  stated  that  the  pro¬ 
posal  establishing  a  monograph  for  OTC 
antacid  products  is  invalid  because  Ex¬ 
ecutive  Order  11671  was  violated  in  that 
no  notice  appeared  in  the  Federal  Reg¬ 
ister  or  in  the  local  media  stating  the 
purpose,  membership,  or  activities  of  the 
Panel,  including  the  dates,  places,  and 
agenda  of  open  meetings. 

The  Food  and  Drug  Administration 
published  in  its  Public  Advisory  Com¬ 
mittee  publication  [DHEW  Publication 
1972  0-464-9281  the  authority,  structure, 
fimction  of  the  Panel  and  names  and 
addresses  of  the  Panel  Chairman  and  its 
members.  The  establishment  and  activi¬ 
ties  of  the  Panel,  both  prospectively  and 
retrospectively,  were  extensively  reported 
in  the  trade  and  public  press.  A  call  for 
submission  of  data  and  views  was  pub¬ 
lished  in  the  Federal  Register  of  Janu¬ 
ary  5,  1972  (37  FR  102).  An  opportimity 
for  a  personal  appearance  before  the 
Panel  was  granted  to  all  interested  per¬ 
sons  making  such  a  request  and  nu¬ 
merous  persons  met  with  the  Panel,  in¬ 
cluding  representatives  from  industry. 
No  request  to  aw>ear  before  the  Panel 


was  d«iied.  Information  on  meetings  was 
regularly  carried  in  the  prtrfessional  and 
trade  press.  The  comment  does  not  con¬ 
tend  that  any  interested  perscm  was  not 
aware  of  the  existence  of  the  Panel  or 
did  not  receive  notice  of  meetings  or  was 
not  apprised  of  an  (^^rtunity  to  ap¬ 
pear  before  the  Panel.  Thus,  there  is  no 
basis  for  concluding  tiiat  Executive 
Order  11671  was  violated  or  that  the 
monograph  is  invalid  because  of  the 
failiue  to  provide  interested  persons  with 
an  opportimity  to  make  their  views 
known  to  the  Panel. 

2.  There  was  comment  that  the  Food 
and  Drug  Administration  has  no  author¬ 
ity  pursuant  to  the  OTC  drug  review  to 
determine  which  drugs  are  generally  rec¬ 
ognized  as  safe  and  effective  and  not 
misbranded  where  there  has  been  a  prior 
court  adjudication  that  a  particular 
product  is  neither  adulterated  nor  mis¬ 
branded. 

A  prior  court  adjudication  is  not  deter¬ 
minative  of  the  legality  of  a  drug  at  all 
times  in  the  future.  The  OTC  drug  review 
considers  data  and  information  not  pre¬ 
viously  available  and  reevaluates  prior 
data  in  light  of  the  most  current  medical 
and  scientific  information.  Accordingly, 
the  results  of  this  review  are  regarded 
by  the  Food  and  Drug  Administration  as 
superseding  all  earlier  administrative  or 
court  determinations. 

3.  Numerous  comments  contended  that 
the  agency  does  not  have  the  authority 
under  the  Federal  Food,  Drug,  and  Cos¬ 
metic  Act  to  establish  substantive  rules. 
This  subject  was  dealt  with  in  some  de¬ 
tail  in  paragraphs  85  through  91  of  the 
preamble  to  the  procedures  for  classifica¬ 
tion  of  over-the-counter  drugs  published 
in  the  Federal  Register  of  May  11,  1972 
(37  FR  9464),  and  the  Commissioner 
reiterates  the  conclusions  stated  there. 
Legal  decisions  handed  down  since  then 
have  sustained  the  Commissioner’s  au¬ 
thority  to  issue  substantive  regulations 
establishing  the  legal  status  of  OTC 
drugs. 

(United  States  v.  Articles  of  Food  and  Drug 
•  •  •  Coll-trol  80  Medicated.  N.D.  Oa..  Cosm. 
L.  Rep.  par.  40,837  (1973).  United  States  v. 
Bentez  Pharmaceuticals,  412  U.3.  645,  93  SCt 
2488  (1973).  Warner  Lambert  v.  FTC  D.D.C. 
(Civil  No.  652-73)^  decided  J\me  14,  1973.) 

4.  There  was  comment  that  there  are 
no  data  to  suggest  that  the  proposed 
labeling  changes  will  be  complied  with 
and  have  their  intended  effect,  or  that 
they  will  even  be  read. 

The  Pood  and  Drug  Administration  is 
presently  engaged  in  studies  to  assess  the 
understanding  and  acceptability  by  the 
public  of  current  drug  labeling  and  to  de¬ 
velop  new  labeling  formats  that  can  lead 
to  easier  reading,  improved  comprehen¬ 
sion,  and  better  use  of  OTC  drug  label¬ 
ing.  Other  groups,  including  consumer, 
industry,  and  advertising  groups  are  also 
concerned  with  developing  product  label¬ 
ing  that  can  be  and  will  be  read  and  fol¬ 
lowed  by  the  consumer.  The  Commis¬ 
sioner  welcomes  their  cooperation  on  this 
matter. 

5.  There  was  comment  that  required 
relabeling  should  be  supplemented  by 


corrective  media  advertising  to  counter 
the  effects  of  longstanding  inappropriate 
advertised  claims. 

The  Food  and  Drug  Administration 
does  not  regulate  OTC  drug  advertising. 
As  the  comment  correctly  noted,  this  is  a 
responsibility  of  the  Federal  Trade  Com¬ 
mission.  Hie  Food  and  Drug  Adminis¬ 
tration  maintains  close  liaison  with  the 
Commission  on  relevant  matters  con¬ 
cerning  the  over-the-countw  drug  effi¬ 
cacy  review  and  will  Inform  the  Com¬ 
mission  about  all  required  drug  labeling 
changes. 

6.  One  comment  suggested  that  con¬ 
sumer  participation  in  panel  delibera¬ 
tions  by  a  non-voting  liaison  member 
should  not  be  a  substitute  for  making 
the  decision  making  process  more  ac¬ 
cessible  to  the  general  public. 

This  matter  was  fully  discussed  in 
paragraph  37  of  the  preamble  to  the  pro¬ 
cedural  regulations  published  in  the 
Federal  Register  of  May  11,  1972  (37 
FR  9464) .  Public  participation  and  ac¬ 
cessibility  to  decisions  and  data  are 
fundamental  principles  of  the  OTC  drug 
review.  Any  interested  person  may  sub¬ 
mit  written  presentations  to  the  Panel. 
In  addition  to  continuous  and  direct  par¬ 
ticipation  by  consumer  and  Industry 
liaison  members,  a  period  of  time  has 
been  set  aside  at  each  panel  meeting  for 
interested  persons  to  present  relevant 
information  in  open  session.  No  request 
to  appear  before  a  panel  has  been  denied 
by  any  panel.  Minutes  of  each  panel 
meeting,  including  interim  conclusions  of 
the  panel,  have  been  made  available  to 
interested  persons.  All  data  submitted  to 
the  panel,  with  the  exception  of  a  very 
small  amoimt  of  confidential  trade 
secrets,  has  been  made  available  to  the 
public  after  the  Panel  report  has  been 
published.  All  interested  persons  may 
then  offer  additional  written  comments, 
reply  comments,  and  objections;  may  re¬ 
quest  a  hearing  before  the  Commis¬ 
sioner;  and  may  appeal  the  final  mono¬ 
graph  to  the  courts.  The  public  therefore 
has  ample  opportunity  to  participate  in 
this  process. 

7.  There  was  comment  that  the  circu¬ 
lation  of  the  draft  proposed  report  to  the 
consumer  and  industry  liaison  member, 
and  thus  to  all  interested  members  of  the 
public,  was  not  provided  for  in  $  130.301 
(a)  and  that,  if  it  was  a  helpful  pro¬ 
cedure,  it  should  be  added  to  the  regula¬ 
tions  and  a  proposal  should  be  published 
in  the  Federal  Register. 

The  Pood  and  Drug  Administration 
has  organized  the  review  panels  to  get 
independent  scientific  judgments  on  the 
safety,  effectiveness,  and  proper  labeling 
of  OTC  drugs.  The  Commissioner  be¬ 
lieves  that  the  panels  should  have  maxi¬ 
mum  discretion  in  accomplishing  their 
task.  One  panel’s  decision  to  circulate  an 
early  draft  of  their  proposed  report 
should  not  require  other  panels  to  follow 
the  same  procedure.  The  regulations  pro¬ 
vide  for  two  publications  of  the  mono¬ 
graph  in  the  Federal  Register  before  it 
becomes  final. 

8.  One  comment  stated  that  it  was  not 
possible  to  comment  on  the  report  and 
proposed  monograph  because  the  Panel’s 
summary  minutes  were  cryptic  and  no 
public  transcript  was  available. 
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The  object  of  writing  and  making 
available  summary  minutes  was  to  main¬ 
tain  a  full  and  accurate  record  of  the 
Panel’s  reasoning  and  judgments  and  to 
minimize  the  circulation  of  speculative 
and  misleading  information  as  to  the 
current  status  of  the  review.  The  min¬ 
utes  were  read  and  approved  by  all  mem¬ 
bers  of  the  Panel  and  were  then  made 
available  to  the  public.  The  Commis¬ 
sioner  has  reviewed  the  Panel’s  minutes 
and  concludes  that,  when  viewed  in  the 
light  of  the  report  and  the  data  on  file 
with  the  Hearing  Clerk,  on  which  the 
Panel  relied,  they  amply  serve  their  in¬ 
tended  piu'ix)se.  The  public  record  is  suf¬ 
ficient  for  any  person  to  comment  mean¬ 
ingfully  on  the  proposed  monograph. 

9.  It  was  stated  that  the  publication  of 
the  proposed  monograph  without  review 
by  the  Conunissioner  is  not  consistent 
with  the  procedure  set  forth  in  §  130.301 
(a) (6). 

The  Commissioner  concluded  that  the 
public  interest  was  best  served  in  the 
case  of  the  proposed  Antacid  Monograph 
by  publishing  the  document  exactly  as 
received  by  the  Pood  and  Drug  Adminis¬ 
tration  and  to  defer  evaluation  and  any 
amendments  imtil  after  the  initial  com¬ 
ment  period.  With  future  reports,  be¬ 
cause  of  length  or  types  of  recommenda¬ 
tions  he  may  wish  to  evaluate  the  report 
before  publication.  The  deferral  of  his 
review  in  this  case  does  not  adversely 
affect  the  procedure  established  in 
§  130.301(a)  (6)  nor  is  it  prohibited  by 
the  provisions  of  that  section.  To  clarify 
this  matter,  however,  the  Commissioner 
is  publishing  a  proposal  to  amend  the 
regulations  in  order  explicitly  to  con¬ 
firm  the  propriety  of  this  procedure  else¬ 
where  in  this  issue  of  the  Federal  Reg¬ 
ister. 

10.  The  greatest  number  of  comments 
concerned  the  proposed  effective  date  of 
the  final  monograph  after  publicaticai  in 
the  Federal  Register.  Some  felt  six 
months  was  too  long  considering  the 
lengrthly  review  procedures,  while  others 
claimed  the  time  was  inadequate  to  ar¬ 
range  for  formulation  and  labeling 
changes.  Some  suggested  a  year  to  eight¬ 
een  months. 

Manufacturers  and  other  interested 
parties  have  had  full  access  to  Interim 
and  final  conclusions  of  the  panel.  There 
is  ample  time  to  develop  new  labeling  and 
formulations  before  the  final  regulations 
issue.  The  Commissioner  concludes  that 
it  is  reasonable  to  require  all  manufac¬ 
turers  to  be  in  compliance  within  six 
months  of  publication  of  a  final  mono¬ 
graph. 

11.  'There  was  comment  that  the  Com¬ 
missioner  ignored  his  responsibility  to 
make  a  determination  of  the  conditions 
that  would  result  in  an  OTC  product  not 
being  generally  recognized  as  safe  and 
effective  or  would  result  in  misbranding 
or  where  data  are  insufBcient  to  permit 
classification  at  this  time. 

The  Commissioner  proposed  in  that  no¬ 
tice  to  adopt  the  findings  in  the  panel 
report,  including  the  “conditions  xmder 
which  antacid  products  are  not  generally 
recognized  as  safe  and  effective  or  are 
misbranded”  (Category  ID ,  and  the  con¬ 


ditions  where  data  are  “insufficient  to 
permit  final  classification  at  this  time” 
(Category  m).  His  tentative  final  con¬ 
clusions  on  these  Issues  are  contained 
in  this  notice. 

12.  There  was  comment  that  all  drugs 
which  are  not  generally  recognized  as 
safe  and  effective  or  are  misbranded 
((Category  II)  should  be  removed  from 
the  market  immediately  upon  publication 
of  the  final  monograph  unless  a  new  drug 
application  (NDA)  has  been  filed  in  sup- 
PK)rt  of  the  drug. 

Since  the  final  monograph  will  not  be¬ 
come  known  until  publication,  manufac¬ 
turers  cannot  be  expected  to  have  definite 
knowledge  of  the  ingredients  to  be  re¬ 
moved  from  the  market  until  that  date. 
Nor  can  tests  that  have  already  begun 
necessarily  be  completed  by  then.  Suffi¬ 
cient  time  should  be  allowed  for  a  manu¬ 
facturer  to  reformulate  his  product,  re¬ 
move  it  from  the  market,  or  file  an  NDA. 
The  Commissioner  concludes  that  a  6- 
month  period  is  adequate  for  these  pur¬ 
poses. 

13.  There  was  comment  proposing  that 
in  the  future  the  Category  III  ingredients 
be  listed  as  part  of  the  proposed  mono¬ 
graph  and  published  in  the  Federal  Reg¬ 
ister  including  a  list  of  tests  which  the 
manufactiu-ers  would  need  to  start  im¬ 
mediately  in  order  to  transfer  the  in¬ 
gredient  to  Category  I.  This  comment  ar¬ 
gued  that  such  testing  should  be  com¬ 
pleted  within  the  6-month  implementa¬ 
tion  period. 

The  Category  m  ingredients  were 
listed  in  the  proposal,  and  their  manu¬ 
facturers  and  users  are  therefore  on  no¬ 
tice  about  the  need  for  additional  test¬ 
ing.  All  interested  persons  must  of  course 
be  given  an  opportunity  to  comment  on 
the  need  for  further  testing.  Whenever 
feasible,  appropriate  testing  for  Cate¬ 
gory  in  ingredients  will  be  indicated. 
Upon  further  consideration,  the  Oom- 
mJssioner  concludes  that  a  two  year  pe¬ 
riod  after  publication  of  the  final  mono¬ 
graph  Is  reasonable  for  completion  of  all 
required  additional  testing  for  the  Cate¬ 
gory  m  ingredients  covered  by  the  Ant¬ 
acid  monograph. 

14.  It  was  proposed  that  manufacturers 
who  market  products  containing  Cate¬ 
gory  m  ingredients  change  their  label¬ 
ing  immediately.  There  were  some  com¬ 
ments  that  the  industry  should  not  be 
allowed  two  years  to  prove  false  and 
misleading  claims  and  that  Category  in 
ingredients  should  be  removed  immedi¬ 
ately. 

The  Commissioner  has  reviewed  this 
matter  thoroughly  and  concurs  with  the 
Panel’s  recommendation  that  Category  n 
conditions  should  be  eliminated  within  6 
months  of  publication  of  the  final  mono¬ 
graph  but  that  Category  m  conditions 
may  be  continued  for  up  to  two  years 
conditioned  upon  further  testing.  The 
Commissioner  knows  of  no  health  hazard 
that  would  result  from  this  interim  use 
of  Category  m  ingredients  and  condi¬ 
tions  of  use. 

15.  ’There  was  comment  that  the  Food 
and  Drug  Administration  must  become 
involved  in  ccmsumer  education  to  alert 
the  purchaser  of  OTC  drugs  to  the  label¬ 
ing  changes. 


The  Commissioner  agrees.  In  addition 
to  undertaking  the  studies  mentioned 
imder  paragraph  4,  the  Food  and  Drug 
Administration  is  planning  an  extensive 
multi-media  campaign  to  alert  cwisum- 
ers  to  formulation  and  labeling  changes 
for  OTC  drugs. 

16.  One  comment  suggested  that  a 
third  class  of  drugs  should  be  formed. 
This  class  would  be  OTC  drugs  available 
only  from  a  pharmacist,  and  for  which 
the  pharmacist  would  maintain  a  patient 
dispensing  record. 

This  matter  is  not  within  the  purview 
of  the  OTC  drug  review.  The  purpose  of 
the  review  is  to  determine  those  drugs 
that  may  safely  and  effectively  be  pur¬ 
chased  and  used  without  a  physician’s 
prescription  and  supervision  regardless 
of  the  channel  of  distribution.  All  drugs 
contained  in  the  final  monographs  will 
meet  those  criteria.  Comments  on  a  third 
class  of  drugs  are  therefore  not  pertinent 
to  the  review. 

17.  Numerous  comments  were  received 
to  the  effect  that  the  language  for  warn¬ 
ings,  directions  for  use,  and  indications 
should  only  be  guidelines  and  that  lan¬ 
guage  of  similar  intent  should  be  accept¬ 
able. 

The  use  of  dissimilar  labeling  in  situ¬ 
ations  involving  identical  uses  and  haz¬ 
ards  would  cause  consumer  confusion 
and  could  lead  to  deception  and  imsafe 
use.  Use  of  the  same  language  will  re¬ 
duce  the  likelihood  of  craifusion  and 
harm.  The  Commissioner  therefore  con¬ 
cludes  that  the  labeling  specified  in  the 
monograph  will  be  mandatory. 

18.  There  was  comment  that  no  inven¬ 
tory  recall  of  noncomplying  products 
should  be  required  after  the  effective 
date  of  the  final  order. 

'The  Food  and  Drug  Administration  at 
this  time  sees  no  need  to  recall  any  OTC 
antacid  product  after  publication  of  the 
final  mon{^raph.  If  the  Agency  finds 
that  a  manufacturer,  distributor  or  buyer 
has  an  inventory  of  a  size  that  is  obvi¬ 
ously  intended  to  prolong  the  marketing 
of  a  Category  n  product,  or  concludes 
that  a  hazard  exists,  appropriate  action 
will  be  taken. 

19.  One  of  the  most  frequent  com¬ 
ments  was  that  clinical  investigators  are 
not  enthusiastic  about  studies  on  OTC 
drugs  because  they  are  subjective  in  na¬ 
ture,  difficult  to  perform,  and  retro¬ 
spective  in  approach,  and  therefore  not 
popular  with  scientific  journals.  It  was 
contended  that  this  makes  it  difficult  to 
obtain  adequate  scientific  data  on  Cate¬ 
gory  m  ingredients. 

The  Food  and  Drug  Administration 
recognizes  that  OTC  drug  studies  are 
often  more  difficult  to  undertake  than 
those  involving  prescription  drugs.  OTC 
drug  studies  are  principally  concerned 
with  measuring  symptomatic  relief,  re¬ 
quiring  methods  that  are  more  subjective 
than  those  used  to  measure  the  resolution 
of  a  disease  condition.  In  all  cases,  how¬ 
ever,  such  tests  are  entirely  feasible  and, 
indeed,  have  in  many  cases  been  con¬ 
ducted  in  the  past.  Nor  Is  difficulty  in 
performing  studies  sufficient  justification 
for  retaining  on  the  market  drugs  the 
safety  and  effectiveness  of  which  are 
inadequately  documented. 


FEDERAL  REGISTER,  VOL.  38,  NO.  217— MONDAY,  NOVEMBER  12,  1973 


31262 


PROPOSED  RULES 


20.  Thera  was  comment  that  the  !»«- 
amble  and  proposal  did  not  state  how 
new  data  on  Category  m  ingredients  are 
to  be  reviewed. 

The  Pood  and  Drug  Administration  Is 
establishing  an  Implementation  Unit 
within  the  OTC  drug  stafif  to  advise  in¬ 
terested  persons  on  the  kinds  and  extait 
of  research  needed  to  substantiate  the 
safety  and  efifectiveness  of  Categtory  m 
conditions.  The  Implementation  Unit  will 
consult  with  the  Office  of  Scientific  Eval¬ 
uation  and  may  request  the  assistance  of 
the  OTC  Antacid  Review  Panel  and  ap¬ 
propriate  Bureau  of  Drugs  advisory 
committees. 

21.  There  was  comment  that  the  status 
of  Category  m  ingredlMits,  individually 
and  in  combination,  has  not  been  stated. 

Section  130.301  (a)  (6)  and  the  proposal 
clearly  state  that  any  Category  m  in¬ 
gredient  or  condition  or  combination  with 
other  ingredients  in  Category  I  or  m 
may  continue  to  be  marketed  if  testing 
for  proof  of  efficacy  is  in  fact  under¬ 
taken  dining  the  period  provided.  Prod¬ 
ucts  that  claim  to  be  ant^ids  must  meet 
the  acid  neutralizing  test  during  this 
two-year  period,  but  any  products  which 
do  not  contain  acid-reducing  claims  need 
not  modify  their  claims  luitil  the  two- 
year  period  has  terminated. 

22.  There  was  comment  that  under¬ 
taking  tests  and  studies  should  not  be  a 
condition  for  continued  marketing  of 
drugs  in  Category  m. 

The  proposal  included  this  condition 
for  the  continued  marketing  of  Category 
m  drugs  because  otherwise  there  is  no 
justification  whatever  for  such  market¬ 
ing.  The  Commissioner  concludes  that  it 
would  be  unreasonable  and  unwarranted 
to  permit  the  continued  use  of  unsub¬ 
stantiated  conditions  during  the  two  year 
period  provided  for  additional  testing  if 
in  fact  no  such  testing  is  being  under¬ 
taken  to  obtain  the  necessary  substantia¬ 
tion. 

23.  There  was  a  comment  that  the 
monograph  failed  to  include  mildly 
alkaline  products  such  as  alkaline  min¬ 
eral  waters. 

No  evidence  was  presented  to  the  Panel 
or  with  the  comments  to  show  that  such 
Ingredients  or  products  containing  them 
are  safe  and  effective  as  antacids.  Hie 
Commissioner  concludes  that  they  are 
neither  proven  nor  generally  recognized 
as  safe  and  effective  for  use  in  antacid 
therapy  and  are  thus  misbranded  for 
such  use. 

Comments  on  the  Report 

24.  There  was  comment  that  the  Panel 
exceeded  its  charge  in  recommending  the 
development  of  an  in  vivo  standard  for 
OTC  antacid  drugs. 

The  Pood  and  Drug  Administratimi  has 
asked  the  advisory  review  panels  for  their 
scientific  judgment  and  expertise.  To 
make  sure  that  independent  judgment  is 
obtained,  the  Food  and  Drug  Actaninis- 
tration  has  stressed  to  all  the  panels  that 
the  Agency  will  consider  any  advice  they 
offer.  This  recmnmendation  was  well 
within  tlie  Panel's  charge.  The  Pood  and 
Drug  Administration  will  investigate 


further  to  determine  whether  an  in  vivo 
standard  is  feasffde. 

25.  There  was  comment  that  an  ant¬ 
acid  product  containing  alglnle  acid  is 
safe  and  effective  for  the  sympUxnatic 
treatment  of  reflux  esophagitis  (a  con¬ 
dition  with  the  symptom  ot  heartburn 
caused  by  the  regur^tatlon  of  stomach 
acid) .  Three  published  and  one  unpub¬ 
lished  studies  were  filed  in  support  for 
that  indication.  One  article  had  been 
previously  sutenitted  to  the  Panel  and 
evaluates  the  effectiveness  of  an  antacid/ 
alginic  acid  product  in  the  treatment  of 
reflux  esophagitis  over  a  one  month  pe¬ 
riod  (Journal  Of  the  American  Geriatrics 
Society  20(7) :  293-304,  1972).  The  flnd- 
ings  are  merely  summarized  and  are 
largely  testimonial  in  nature.  The  study 
lacks  a  well  defined  protocol  and  fails  to 
include  a  non-alginic  acid  containing 
antacid  control.  Additional  data,  not 
previously  submitted  to  the  Panel,  in¬ 
cludes  an  unpublished  study  involving 
47  patients  with  radiographic  evidence 
of  hiatal  hernia  and  symptoms  of  reflux 
esophagitis.  Two  antacids,  one  contain¬ 
ing  alginic  acid,  were  compared  in  the 
treatment  of  symptomatology  associated 
with  reflux  es<H>hagitls  over  a  4-week 
period.  The  findings  indicate  improve¬ 
ment  for  the  symptom  epigastric  to 
retrosternal  distress  for  the  antacid/ 
alginic  acid  product  but  little  difference 
between  the  combination  and  an  antacid 
in  treating  regurgitation  and  epigastric 
gas.  However,  the  results  are  inconclu¬ 
sive  for  insufficient  data  was  submitted, 
including  lack  of  baseline  values,  incom¬ 
plete  follow-up  examinations  and  the  in¬ 
clusion  of  several  patients  with  a  normal 
esophagus.  In  a  published  double-blind 
cross-over  study  (Current  Medical  Re¬ 
search  and  Opinion  1(2):  63-69,  1972), 
an  alginate /antacid  compound  was  com¬ 
pared  to  alginate  without  antacid  and 
a  placebo  in  relieving  regurgitation  and 
heartburn.  Relief  of  symptoms  is  re¬ 
ported  with  the  alginate/antacid  com¬ 
pound  but  alginate  alone  was  only  mar¬ 
ginally  better  than  placebo.  Here  again 
the  findings  are  inconclusive  for  an  ant¬ 
acid  control  was.  not  included  and  pa¬ 
tients  apparently  went  from  one  treat¬ 
ment  to  another  without  allowing  for  an 
interval  between  treatments  or  re-evalu- 
ation  at  the  end  of  each  treatment  pe¬ 
riod.  In  another  submitted  article  involv¬ 
ing  a  study  in  infants  with  persistent 
vomiting,  the  results  indicate  a  reduction 
in  vomiting  when  the  alginic  acid  con¬ 
taining  antacid  is  included  in  the  pre¬ 
pared  baby  formula.  The  study  fails  to 
include  sufficient  information  about  pre¬ 
vious  treatments  described  in  the  article 
or  compare  the  Ingredient  with  a  placebo 
(Australian  Pediatric  Journal  8:  279- 
281,  1972).  The  Commissioner  concludes 
that  the  additional  studies  were  not  well 
controlled  and  based  upon  all  of  the  data 
submitted  affirms  the  Panel’s  conclusion 
that  alginic  acid  has  not  been  shown  to 
be  effective  and  thus  should  remain  In 
Category  HI,  pending  further  study. 

26.  There  was  comment  that  the  label¬ 
ing  “Do  not  take  this  product  concur¬ 
rently  with  a  prescription  drug  except 
on  the  advice  of  your  physician  or  phar¬ 


macist’*  should  not  be  restricted  to  char¬ 
coal,  but  should  be  included  for  any  other 
OTC  drugs  where  side  effects  and  drug 
Interactions  may  occur. 

The  antacid  review  panel  did  not  list 
any  other  drug  interactions  of  which  the 
consumn*  should  be  aware,  nor  was  there 
sufficient  dociunentatlon  of  any  such  in¬ 
teraction  in  comments  submitted  on  the 
proposal.  Pursuant  to  another  c(Mnment, 
the  Commissioner  is  adopting  elsewhere 
in  this  issue  of  the  Federal  Register,  a 
standard  drug  interaction  warning  to  be 
used  whenever  a  panel  determines  that 
it  is  appropriate. 

27.  There  was  comment  that  inclusion 
of  the  pharmacist  in  the  label  warning 
against  concurrent  use  of  charcoal  and 
prescription  drugs  is  inappropriate  be¬ 
cause  pharmacists  may  not  be  sufficiently 
knowledgeable  about  drug  interactions 
and  because  such  advice  may  contravene 
certain  State  laws. 

The  Commissioner  believes  that  the 
pharmacist  is  an  important  member  of 
the  health  care  team.  Neither  the  knowl¬ 
edge  nor  competence  of  the  pharmacist 
nor  the  precise  role  of  the  pharmacist  in 
the  organization  and  delivery  of  health 
care  is  at  issue  in  this  matter.  His  pre¬ 
cise  role  in  clinical  health  care,  however, 
is  the  subject  of  intense  interest  and 
debate  as  part  of  the  larger  issue  of  the 
future  of  toe  entire  health  care  delivery 
system.  The  Commissioner  concludes 
that  such  an  important  matter  should 
be  resolved  in  toe  context  of  broad  health 
PMlicy  deliberations  and  not  as  a  part  of 
toe  OTC  drug  review,  and  thus  that  no 
reference  should  be  made  to  pharmacists 
in  O’TC  drug  labeling  at  this  time.  Once 
the  larger  issues  of  health  care  delivery 
have  been  resolved,  toe  Commissioner 
will  reconsider  this  matter. 

28.  There  were  comments  that  the 
Panel  did  not  spend  sufficient  time  re¬ 
viewing  inactive  ingredients  and  that  a 
separate  OTC  panel  should  review  in¬ 
active  ingredients. 

The  large  number  of  ingredients  and 
the  amonut  of  data  to  be  reviewed  by  the 
Panel  made  it  necessary  to  exclude 
routine  consideration  of  inactive  ingredi¬ 
ents  in  the  review.  Pursuant  to  §  130.301, 
the  call  for  data  requested  information 
only  on  active  ingredients.  The  panel  did 
review  two  inactive  ingredients  felt  to 
be  of  special  importance  and  it  is  antic¬ 
ipated  that  future  panels  will  also  give 
special  attention  to  some  inactive  ingre¬ 
dients.  The  Commissioner  has  asked  the 
National  Advisory  Drug  Committee  to 
consider  the  advisability  of  listing  in¬ 
active  ingredients  on  OTC  drug  labels. 

29.  There  were  a  number  of  comments 
about  the  “Clinical  Toxicological  Data’’ 
recommendation  of  the  Panel  in  its  sec¬ 
tion  on  “Data  Pertinent  to  Antacid  In¬ 
gredient  Evaluation.’’ 

The  Panel  recommended  that  an  ef¬ 
fort  be  made  to  collect  any  pertinent 
data  that  might  be  available  from  poison 
control  or  drug  information  systems  on 
toe  lethal  dose  in  humans.  These  recom¬ 
mendations  were  intended  to  be  used  by 
the  Food  and  Drug  Administration  and 
toe  industry  as  a  guide  to  needed  Infor¬ 
mation. 
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Comments  on  the  Proposed  Monograph 

ACTIVE  ingredients 

30.  A  number  of  comments  stated  that 
requiring  an  OTC  antacid  Ingredient  to 
contribute  at  least  25  percent  of  the  add 
neutralizing  capacity  was  not  based  on 
scientific  fact,  and  that  it  should  be  de¬ 
leted  or  the  10-percent  figure  originally 
proposed  in  the  minutes  should  be 
adopted. 

The  25-percent  figure  was  based  on  the 
conclusion  that  an  ingredient  which  con¬ 
tributes  less  than  that  reaches  the  point 
where  its  contribution  as  an  active  in¬ 
gredient  is  insignificant.  To  require  no 
minimum  contribution  at  all  would  be  to 
allow  the  use  of  amounts  so  small  as  to  be 
misleading  and  deceptive  to  the  con¬ 
sumer.  Moreover,  small  percentage  con¬ 
tributions,  accompanied  by  a  prolifera¬ 
tion  of  ingredients  in  various  formula¬ 
tions,  would  make  difficult  the  evaluation 
of  safety  and  effectiveness  and  the  Iden- 
tificaticm  of  possible  side  effects.  It  would 
be  unreasonable  and  deceptive  to  permit 
the  use  of  10  active  ingredients,  each 
contributing  only  10  percent  of  the 
effects.  Use  of  a  requirement  less  Uian  25 
percent  would  permit  inclusion  of  in- 
gredl^ts  solely  for  promoti(mal  pur¬ 
poses.  The  Commissioner  therefore  af¬ 
firms  tiie  Panel’s  judgment  that  a  mini¬ 
mum  25 -percent  contribution  to  acid 
neutralizing  capacity  by  each  active  in¬ 
gredient  is  a  reasonable  requirement. 

31.  There  was  comment  that  the  Panel 
should  have  established  a  procedure  for 
allowing  a  product  to  be  marketed  as  an 
antacid  where  it  is  effective  but  does  not 
pass  12ie  acid  neutralizing  test. 

Such  an  ingredient  has  not  been 
Identified  to  the  Pood  and  Drug  Admin¬ 
istration.  If  and  when  this  circumstance 
arises,  the  monograph  can  be  amended 
as  provided  In  S  130.301(a)  (11). 

32.  There  were  numerous  comments 
that  the  acid  neutralizing  test  should  not 
be  adopted  until  it  has  been  fully  vali¬ 
dated  by  an  appropriate  body  of  scien¬ 
tific  experts. 

The  Commissioner  agrees.  The  Pood 
and  Drug  Administration  is  conducting 
appropriate  studies  to  validate  the  test. 
No  comment  offered  persuasive  evidence 
showing  that  the  proposed  test  is  invalid. 

33.  One  comment  stated  that  a  tablet 
disintegration  test  is  necessary  because  a 
tablet  may  pass  the  acid  neutralizing  test 
and  still  not  be  dissolved. 

Passing  the  acid  neutralizing  test  in 
fifteen  minutes  does  not  exempt  the  of¬ 
ficial  tablets  from  passing  the  standard 
U.SP.  tablet  disintegration  test.  The  acid 
neutralizing  test  is  an  additional  stand¬ 
ard  and  does  not  supplant  other  required 
standards.  It  should  be  noted,  however, 
that  the  Panel  concluded  that  any  tablet 
that  passed  the  acid  neutralizing  test 
would  be  disintegrated. 

34.  A  comment  contended  that  the 
acid  neutralizing  test  would  favor  fast¬ 
acting  strong  alkaline  ingredients  and 
that  this  could  result  in  imdeslrable 
“acid  reboimd.” 

The  Commissioner  concluded  there  is 
little  support  for  the  acid  reboimd  theory, 
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and  there  is  no  reason  to  believe  the  test 
favors  strong  alkaline  products  to  the 
disadvantage  of  other  antacid  ingredi¬ 
ents.  Tlie  Commissioner  believes  that  the 
acid  neutralizing  capacity  Is  only  one  of 
many  factors  that  a  physician  will  con¬ 
sider  in  selecting  an  effective  antacid  for 
his  patient. 

35.  The  fifteen  minute  test  duration 
was  criticized  because  an  antacid  may  be 
In  the  stomach  much  longer. 

The  test  takes  into  consideration  the 
fact  that  the  fasting  stomach  retains  an 
antacid  for  about  fifteen  minutes.  Unless 
It  is  effective  in  that  time,  the  patient 
may  not  obtain  relief.  The  fact  that  an 
antacid  may  have  a  prolonged  duration 
of  action  is  one  of  the  reasons  why  the 
acid  neutralizing  value  is  only  one  factor 
to  be  considered  in  antacid  effectiveness 
and  may  be  used  only  in  ethical  labeling. 

36.  The  pH  3.5  endpoint  of  the  test 
was  criticized  as  unduly  restrictive  since 
the  pH  necessary  to  relieve  upper  gas¬ 
trointestinal  symptoms  is  not  known. 

The  Commissioner  concurs  in  the 
Panel’s  conclusion  that  an  increase  in  pH 
to  3.5  is  an  approiuiate  standard  for  sup¬ 
porting  a  claim  of  decreased  stomach 
acidity.  No  data  were  presented  to  dis¬ 
pute  that  conclusion. 

37.  The  U.SP.  has  established  a 
method  for  assaying  antacids.  One  com¬ 
ment  stated  that  this  method  should  be 
used  instead  of  the  acid  neutralizing 
test  in  the  proposed  monograph. 

The  two  U.S.P.  acid  consuming  capac¬ 
ity  tests  are  concerned  only  with  total 
consumption  and  not  with  the  duration 
of  activity.  If  a  drug  takes  an  hour  to 
neutralize  a  given  amount  of  acid  but 
is  in  the  stomach  for  only  fifteen  min¬ 
utes,  its  therapeutic  value  is  highly  ques¬ 
tionable.  The  proposed  test  is  designed  to 
take  both  neutralizing  capacity  and  time 
into  accoimt. 

38.  There  was  comment  that  the  in 
vitro  acid  neutralizing  test  will  discour¬ 
age  research  in  the  development  and 
evaluation  of  new  antacids. 

The  Commissioner  concludes  that 
nothing  in  the  test  or  in  any  other  pro¬ 
vision  of  the  propKxsed  monograph  should 
discourage  or  retard  research  in  antacid 
therapy.  On  the  contrary,  the  test  should 
serve  to  kindle  new  ideas  about  and 
methods  of  measuring  the  effectiveness 
of  such  treatment.  In  accordance  with 
the  Panel’s  recommendation,  the  Com¬ 
missioner  also  intends  to  explore  reliable 
in  vivo  tests  of  effectiveness  for  antacids. 

39.  A  comment  stated  that  the  stirring 
speed  should  be  measured  by  a  photo¬ 
tachometer  or  similar  device. 

The  Commissioner  agrees  and  the  ten¬ 
tative  final  monograph  so  provides. 

40.  A  comment  stated  that  the  stirring 
speed  should  be  increased  to  500  RPM 
or  a  surfactant  used  because  the  slower 
speeds  result  in  floating  particles. 

The  Commissioner  agrees  and  the  ten¬ 
tative  final  monograph  so  provides. 

41.  Another  comment  suggested  that 
the  pH  meter  should  be  calibrated  be¬ 
tween  1.1  and  at  least  7  to  permit  ac¬ 
curate  measurements. 

The  Commissioner  concludes  that  the 


31263 

method  of  calibration  proposed  by  the 
Panel  is  satisfactory.  No  data  were  sub¬ 
mitted  to  support  the  comment. 

42.  It  was  commented  that  the  grind¬ 
ing  and  sieving  of  double  layer  tablets 
following  the  procedure  results  in  dis¬ 
proportionately  richer  mixtures. 

’The  Commissioner  recognizes  that 
modifications  of  the  method  of  prepara¬ 
tion  of  the  product  may  be  warranted. 
It  is  the  responsibility  of  the  manufac¬ 
turer  to  propose  an  alternative  method 
through  a  petition  pursuant  to  §  130.301 
(a) (11). 

43.  A  comment  stated  that  the  equip¬ 
ment  specifications  should  be  amended 
to  substitute  a  rotating  bottle  apparatus 
for  magnetic  stirrer  because  of  better 
temperature  control  and  stirring  speed 
reliability. 

The  Commissioner  concludes  that  the 
rotating  bottle  method  would  be  awkward 
for  use  in  this  test.  The  comment  in¬ 
cluded  no  data  to  show  that  such  a 
method  would  significantly  increase 
reliability. 

44.  A  comment  suggested  that  one  nor¬ 
mal  HCl  is  too  strong  in  that  it  causes 
viscous  antacids  to  stick  to  electrodes 
and  carbonated  products  to  foam.  ’The 
comment  stated  that  O.IN  HCl  should  be 
substituted  since  it  represents  a  concen¬ 
tration  of  acid  more  in  keeping  with  the 
acid  concentration  of  the  stomach. 

The  Commissioner  concludes  that 
either  O.IN  or  l.ON  HCl  may  be  used,  and 
the  tentative  final  order  so  provides. 

45.  There  was  comment  that,  since 
aluminum  compounds  may  interfere  with 
prescription  medications,  they  should  no 
longer  be  marketed. 

Aluminum  ingredients  are  safe  and  ef¬ 
fective  as  antacids.  The  evidence  that 
they  may  decrease  the  absorption  of  cer¬ 
tain  prescription  products  is  imcertain. 
Thus,  to  eliminate  this  antacid  ingredi¬ 
ent  would  be  inappropriate  in  view  of  the 
current  lack  of  evidence  that  a  drug  in¬ 
teraction  exists.  The  Commissioner  wel¬ 
comes  any  additional  evidence  on  this 
Issue,  and  will  take  appropriate  action  if 
drug  interaction  is  shown. 

46.  There  was  comment  that  this  sub¬ 
section  could  be  construed  to  exclude 
aliuninum  hydroxide. 

That  was  not  the  intent  and  the 
language  has  been  clarified  in  the  tenta¬ 
tive  final  monograph. 

47.  There  was  comment  that  the  provi¬ 
sions  concerning  bicarbonates  should  be 
deleted  because  these  ions  are  sufficiently 
addressed  in  the  sodium  subsection. 

The  limits  on  the  bicarbonate  ion  in¬ 
volve  consideration  of  potential  alkalosis 
whereas  the  primary  concern  with  the 
sodium  ion  relates  to  hypertension.  The 
Commissioner  concludes  that,  for  this 
reason,  these  different  species  are  prop¬ 
erly  treated  as  distinct  entities. 

48.  There  was  comment  that  it  should 
be  made  clear  that  sodium  carbonate  is 
only  to  be  used  as  a  component  of  ef¬ 
fervescent  tablets. 

This  provision  has  been  so  revised  in 
the  tentative  final  monograph. 
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INDICATIONS 

49.  There  were  a  number  of  comments 
that  the  four  allowed  terms,  “heart- 
bum”,  “sour  stomach”,  “acid  indiges¬ 
tion”,  and  “antacid”,  lack  meaning  to  the 
consumer  and  are  restrictive  beyond  the 
intent  of  §  130.301(4)  (v)  which  requires 
terms  “likely  to  be  read  and  understood 
by  the  ordinary  individual,  including  in¬ 
dividuals  of  low  comprehension”.  One  of 
the  comments  submitted  a  national  prob¬ 
ability  study  of  consumer  language 
to  show  that  terms  other  than  those 
designated  by  the  Panel  are  used  by  the 
consumer  to  designate  the  symptom  for 
w’hich  he  takes  an  antacid.  Five  nation¬ 
ally  advertized  products  were  used  in  the 
study.  They  were  an  antacid-analgesic, 
an  antacid-flatulent,  an  antacid-diarrhe¬ 
al,  and  two  antacids.  About  1,000  heads 
of  households  were  contacted.  It  was  re¬ 
ported  that  “upset  stomach”  was  the 
leading  term  used  by  the  consumer  ir¬ 
respective  of  sex,  age,  income  level  or 
education. 

The  (Commissioner  concludes  that  the 
study  is  not  relevant  to  the  question 
whether  acid  indigestion  also  encom¬ 
passes  an  upset  stomach.  Of  the  five 
products  selected,  two  have  been  heavily 
advertised  for  “upset  st<Mnach”,  thus  pro¬ 
moting  the  misconception  that  an  ant¬ 
acid  is  useful  for  this  purpose.  These 
products  have  very  different  formula¬ 
tions,  which  would  not  be  effective  imder 
all  of  the  same  conditions  of  use.  It  is 
further  evident  from  the  terms  used  by 
the  consumers  who  participated  in  the 
study  that  a  great  deal  of  consumer  con¬ 
fusion  exists,  possibly  because  of  over- 
zealous  promotion. 

The  (Commissioner  concludes  that  the 
terms  recommended  by  the  Panel  fully 
meet  the  intent  of  the  regulation.  Allow¬ 
ing  each  manufacturer  to  select  the 
words  to  be  used  would  result  in  con¬ 
tinued  consumer  confusion  and  decep¬ 
tion.  The  terms  proposed  by  the  Panel 
all  relate  to  symptoms  caused  by  excess 
gastric  acidity,  the  sole  condition  for 
which  antacicls  are  generally  recognized 
as  effective.  Other  proposed  terms  such 
as  “stomach  upset”  have  different  mean¬ 
ings  to  different  individuals  ranging 
from  acid  indigestion  to  nausea,  cramps, 
and  diarrhea,  for  which  an  antacid  is  in¬ 
effective.  The  Commissioner  concludes 
that  the  evidence  presented  does  not  jus¬ 
tify  expansion  of  the  present  number  of 
permitted  terms. 

WARNINGS 

50.  There  was  a  comment  that  the 
warning  statements  under  subparagraphs 
(1)  and  (2)  of  paragraph  (c)  should  be 
ccwnbined. 

The  Commissioner  agrees  and  the  ten¬ 
tative  final  monograph  so  provides. 

51.  There  was  comipent  that  the  lan¬ 
guage  proposed  for  limiting  use  of  the 
product  at  the  maximum  dosage  for  two 
weeks  is  inappropriate  since  it  implies  a 
question  alwut  the  product’s  safety, 
when  in  fact  it  is  the  patient’s  continuing 
symptoms  that  are  of  concern. 

The  Commissioner  ctmcludes  that  the 
phrase  proposed  by  the  comment,  delet¬ 


ing  the  maximum  dosage  statement, 
would  not  be  as  complete  or  meaningful 
to  the  consumer  as  the  Panel’s  language. 
The  proposed  language  neither  states  nor 
implies  a  safety  problem. 

52.  There  was  comment  that  a  5- 
percent  incidence  of  constipation  or 
laxation  as  a  determinant  of  the  warn¬ 
ing  requirement  is  arbitrary  and  should 
be  replaced  with  a  term  such  as  “sig- 
niflcant  proportion”  of  users.  No  data 
were  submitted  to  support  a  different 
figure. 

The  Commissioner  concludes  that  de¬ 
letion  of  the  5 -percent  figure  would  sig¬ 
nificantly  lessen  the  ability  to  enforce 
the  labeling  statement.  An  endless  debate 
could  be  engaged  about  the  significance 
of  any  particular  incidence,  and  differ¬ 
ent  manufacturers  would  use  different 
figures.  The  Commissioner  concurs  with 
the  Panel’s  conclusion  that  5  percent  is 
appropriate  in  the  absence  of  more  spe¬ 
cific  data  or  expert  opinion  establishing 
a  different  figure. 

53.  There  was  comment  that  the 
sodium  warning  directed  at  antacid  users 
on  salt-restricted  diets,  proposed  for 
drugs  containing  more  than  5  milli- 
equivalents,  is  inappropriate  and  should 
be  deleted.  The  comment  also  stated  that, 
if  the  warning  is  retained,  it  should 
apply  only  to  daily  dosages  in  excess  of 
10  milliequivalents. 

While  it  is  generally  true  that  sodium- 
containing  antacids  would  not  materially 
interfere  with  a  low-salt  regimen,  OTC 
antacids  are  often  used  under  medical 
supervision  at  higher  than  recommended 
doses.  Patients  should  have  information 
about  sodium  content  in  the  event  that 
the  physician’s  directions  are  not  fully 
understood  or  the  patient  changes  ant¬ 
acids  on  his  own  volition.  The  Commis¬ 
sioner  therefore  concludes  that  the  pro¬ 
posed  sodium  warning  is  appropriate. 

DIRECTIONS  FOR  USE 

54.  There  was  comment  that  the  di¬ 
rections  for  use  should  include  the 
recommended  total  number  of  adminis¬ 
trations  in  a  given  time  period  (e.g.  “four 
times  a  day”)  as  an  alternative  to  single 
doses  in  a  given  time  period  (e.g.  “every 
four  hours”). 

The  Commissioner  agrees  and  the 
tentative  final  monograph  so  provides. 

STATEMENT  OP  ACTIVE  INGREDIENTS 

55.  There  were  several  comments  com¬ 
mending  the  Panel  for  recommending 
that  the  labeling  of  all  OTC  antacid 
products  be  required  to  include  a  quanti¬ 
tative  listing  of  each  active  ingredient. 
There  were  also  many  comments  citing 
21  U.S.C.  352(e)(1)(A),  which  provides 
for  quantitative  ingredient  labeling  only 
for  prescription  drugs. 

The  Food  and  Drug  Administration 
concurs  that  the  statute  presently  re¬ 
quires  quantitative  ingredient  labeling 
only  for  prescription  drugs.  The  National 
Advisory  Drug  Committee  has  recom¬ 
mended  that  all  OTC  drugs  be  labeled 
with  a  quantitative  statement  of  the 
active  ingredients.  No  comments  offered 
persuasive  reasons  why  this  Is  not  in  the 
public  interest.  Accordingly,  the  Com¬ 


missioner  has  deleted  the  provision  re¬ 
lating  only  to  antacid  drugs  and  has  in¬ 
cluded  such  a  provision,  as  a  recommen-  ^ 
dation,  in  the  general  conditions  for  all  ' 
OTC  drugs  established  under  new  §  130.- 
302,  published  elsewhere  in  this  issue  of 
the  Federal  Register.  The  Commissioner 
urges  manufacturers  to  comply  with  this 
request  without  the  necessity  for  a 
change  in  the  statute. 

ETHICAL  LABELING 

56.  There  was  comment  that  the  warn¬ 
ing  statements  appearing  on  OTC  prod¬ 
ucts  should  not  be  included  in  ethical 
labeling. 

The  Commissioner  concludes  that  such 
an  approach  is  without  merit,  since  it 
would  deprive  the  physician  of  important 
information  that  he  can  expect  his  pa¬ 
tient  to  have  in  hand. 

57.  There  were  numerous  comments 
that  the  acid  neutralizing  capacity  of 
an  OTC  antacid  should  appear  on  all 
OTC  labeling.  Others  argued  that  this 
information  should  not  even  be  included 
in  ethical  labeling  because  it  would  en¬ 
courage  a  competitive  “numbers  game.” 

The  Commissioner  agrees  with  the 
Panel  that  the  physician  should  be  sup¬ 
plied  with  as  much  relevant  data  as  pos¬ 
sible,  including  the  acid  neutralizing 
capacity.  However,  inclusion  of  this  tech¬ 
nical  information  on  the  consumer  label 
could  result  more  in  confusion  than  en¬ 
lightenment,  and  could  result  in  unwar¬ 
ranted  consumer  reliance  solely  upon  this 
information  as  an  indication  of  relative 
effectiveness.  If  there  is  evidence  in  the 
future  that  shows  that  such  information 
could  be  placed  in  a  labeling  format  use¬ 
ful  to  the  consumer,  the  Commissioner 
will  reconsider  this  decision. 

58.  Another  comment  suggested  that  a 
label  statement  of  a  suitable  range  for 
the  neutralizing  capacity  be  permitted, 
since  variations  may  occur  between 
manufactured  batches  and  after  ex¬ 
tended  shelf  life. 

The  Commissioner  realizes  that  varia¬ 
tions  may  occur  and  therefore  concludes 
that  such  information  should  be  per¬ 
mitted  in  the  form  of  a  range.  A  prod¬ 
uct  should  not  be  labeled  witii  an  acid 
neutralizing  capacity  value  exceeding  10 
percent  of  the  determined  lower  limit. 
If  the  acid  neutralizing  capacity  of  a 
product  is  reduced  with  extended  shelf 
life,  ethical  labeling  may  indicate  the 
value  at  the  time  of  manufacture  and/ 
or  what  can  be  reasonably  expected  after 
a  specified  p>eriod  of  time.  No  product 
may  be  marketed  with  an  acid  neutraliz¬ 
ing  capacity  below  5  meq.  The  tentative 
final  order  has  been  so  revised. 

59.  Some  comments  were  concerned 
that  the  Panel  recognized  that  aliuninum 
and  other  antacids  may  interfere  with 
prescription  drug  absorption  but  pro¬ 
posed  inclusioh  of  such  information  only 
in  ethical  labeling,  not  in  the  consumer 
labeling  where  such  information  is  also 
needed. 

The  Commissioner  concurs  with  the 
Panel  that  the  evidence  of  drug  inbn:- 
action  Is  fragmentary  and  conflicting 
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and  requires  explanatlcm  to  the  consumer 
by  a  physician  or  pharmacist  where  ap- 
prc^rlate.  Since  the  physician  phar¬ 
macist  should  already  be  aware  of  svich 
information  they  are  the  proper  p>ersons 
to  be  informed  of  possible  drug  inter¬ 
actions  through  ethical  labeling.  If  a 
drug  interaction  Is  proved,  the  Commis¬ 
sioner  will  rec^n  t^  question  of  proper 
consiuner  labeling. 

60.  It  was  recommended  that  the  eth¬ 
ical  labeling  claims  for  antacids  be  ex¬ 
panded  to  include  gastric  hyperacidity 
and  hiatal  hernia. 

The  Commissioner  concludes  that  the 
terms  “hiatal  hernia”  and  “gastric  hy¬ 
peracidity”  may  be  included  in  ethlc^ 
labeling  and  has  so  provided  in  the  ten¬ 
tative  final  monograph. 

COMBINATIONS  WITH  NONANTACID  ACTIVE 
INGREDIENTS 

61.  There  was  comment  that  the  laxa¬ 
tive  ingredient  in  the  antacid/laxative 
combination  should  be  listed  on  the  label. 

This  provision  has  been  so  revised  in 
the  tentative  final  order. 

62.  There  was  comment  that  antacid- 
salicylate  combinations  have  been  labeled 
and  promoted  for  many  years  primarily 
for  antacid  use  alone,  and  that  labeling 
changes  are  not  sufficient  to  assure  the 
informed  and  proper  use  of  these  prod¬ 
ucts.  There  were  several  comments  that 
where  an  antacid-salicylate  combination 
had  been  labeled  as  an  antacid,  removal 
from  the  market  or  reformulation  to  ex¬ 
clude  salicylates  were  the  only  effective 
means  of  protecting  the  consumer. 

The  Panel  concluded  and  the  Commis¬ 
sioner  concurs  that  this  combination 
should  not  be  used  for  antacid  purposes 
alone.  The  proposed  labeling  limits  the 
combination  for  use  where  the  individual 
has  symptoms  requiring  both  an  anal¬ 
gesic  and  an  antacid.  For  continued  mar¬ 
keting  these  limitations  must  be  clearly 
Identified  in  aU  future  promotional  ef¬ 
forts.  The  Commissioner  concludes  that 
proper  labeling  in  the  future  will  be  suf¬ 
ficient  to  assure  proper  use  of  such  com¬ 
bination  products.  The  Federal  Trade 
Commission  has  responsibility  for  assur¬ 
ing  the  propriety  of  future  advertising  of 
these  products.  The  Commissioner  also 
concludes  that  there  is  insufficient  data 
to  warrant  removal  of  the  combination 
or  the  salicylate  from  the  combination, 
even  though  it  was  labeled  in  the  past  as 
an  antacid. 

63.  All  comments  recognize  that  aspirin 
causes  gastrointestinal  bleeding,  and  few 
questioned  the  claim  that  the  combina¬ 
tion  of  an  antacid  salicylate  causes  less 
gastric  bleeding  in  normal  individuals 
than  imbuflered  aspirin.  Many  con¬ 
tended  that  there  is  no  evidence  to  sup¬ 
port  the  use  of  a  salicylate-containing 
product  in  patients  with  gastric  disease 
and  therefore  the  combination  should  be 
reformulated  as  an  antacid  or  labeled 
and  used  exclusively  as  an  analgesic. 

The  Commissioner  agrees  that  OTC 
antacid  products,  including  combina¬ 
tions,  should  not  be  used  by  patients  with 
gastric  diseases  except  on  the  advice  of  a 
physician,  but  he  concurs  with  the  Panel 


that  there  Is  a  significant  target  popula¬ 
tion  for  which  the  antacid-salicylate 
combination  provides  rational  crnicur- 
rent  therapy,  (e.g..  headache  and  add 
indigestion) .  In  fact,  the  combination  is 
probably  a  safer  more  effective  medica¬ 
tion  because  it  is  buffered.  The  Commis¬ 
sioner  therefore  concludes  that  the  com¬ 
binations  should  not  have  to  be  reformu¬ 
lated  as  an  antacid  or  labeled  exclusively 
as  an  analgesic. 

64.  There  was  also  comment  that  the 
Panel  was  overly  restrictive  in  not  recog¬ 
nizing  the  potential  for  analgesics  in  re¬ 
lieving  certain  transient  symptoms  of 
upper  gastrointestinal  distress.  It  was 
noted  that  the  Panel  recognized  that  the 
etiology  of  upper  gastrointestinal  distress 
is  not  well  understood.  One  comment  sug¬ 
gested  that  these  symptoms  of  gastric 
distress  may  be  associated  with  infiam- 
matory  reactions  and  that  analgesics  may 
be  beneficial  in  reducing  gastric  inflam¬ 
mation  and  pain. 

The  Commissioner  finds  the  proposals 
conjectural  and  at  this  time  concludes 
that  there  is  a  lack  of  substantial  evi¬ 
dence  to  support  such  claims.  The  Com¬ 
missioner  welcomes  any  scientific  data 
that  would  adequately  demonstrate  the 
effectiveness  of  this  combination  in  re¬ 
ducing  gastric  inflammation  and  pain. 

65.  Comment  and  testimony  on  OTC 
antacid  drugs  were  presented  June  6, 
1973  before  the  Subcommittee  on  Monop¬ 
oly  of  the  Senate  Select  Cwnmittee  on 
Small  Business.  It  was  reported  by  one 
physician  that,  during  an  18-month  pe¬ 
riod,  he  observed  18  patients  in  whom 
gastrointestinal  hemorrhage  was  engen¬ 
dered  by  ingestion  of  aspirin  prepara¬ 
tions.  In  5  patients,  the  preparation  used 
was  an  effervescent  antacid-analgesic 
product  repeatedly  taken  over  a  short 
period  of  time  to  treat  symptoms  of  gas¬ 
tric  distress.  Only  one  of  the  five  patients 
referred  to  had  no  history  of  heavy  al¬ 
cohol  ingestion,  ulcer,  or  other  serious 
disease  that  could  well  have  caused  the 
difficulty,  prior  to  the  ingestion  of  the 
combination.  No  controlled  data  were 
presented.  The  witness  concluded  that 
the  advertising  of  the  product  as  bene¬ 
ficial  for  stomach  distress  should  cease, 
but  acknowledged  that  it  could  be  pro¬ 
moted  as  an  analgesic.  Another  physician 
witness  testified  that  many  people  are 
not  aware  of  the  potential  hazards  of 
salicylates  or  the  true  nature  of  their 
gastrointestinal  s3rmptoms,  and  ques¬ 
tioned  the  advisability  of  including  as¬ 
pirin  in  any  OTC  drug  preparations.  The 
other  witnesses  presented  their  personal 
opinions  as  to  the  use  of  combinations 
but  gave  no  data. 

Based  on  the  review  of  all  the  data 
submitted,  the  Commissioner  concurs 
with  the  Panel  that  there  is  a  significant 
target  ixipulatlon  having  both  symptoms. 
Even  the  witness  describing  the  five  pa¬ 
tients  had  one  patient  taking  an  antacid 
and  aspirin  separately.  The  data  sub¬ 
mitted  show  the  antacid-analgesic  com¬ 
bination  to  cause  less  occult  blood  loss 
than  taking  each  separately  and  there 
are  no  studies  to  indicate  such  a  com- 


Ifination  is  not  safe.  One  case  history  is 
not  sufficient  to  demonstrate  a  lack  of 
safety.  If  additional  data  are  provided 
to  slu>w  that  the  combination  does  cause 
more  gastrointestinal  hemorrhage  than 
each  takMi  separately  and  that  the  pro¬ 
posed  labeling  is  insufficient  to  protect 
the  public,  then  the  Commissioner  will 
reconsider  the  issue. 

66.  There  was  criticism  of  a  study  on 
an  effervescent  antacid -analgesic  prod¬ 
uct  contained  in  an  impublished  1968  re¬ 
port  submitted  by  the  manufacturer  dur¬ 
ing  the  comment  period  and  not  pre¬ 
viously  available  to  the  panel.  The  report 
describes  a  study  performed  in  Australia 
by  a  physician  in  which  the  effect  of  the 
drug  on  gastrointestinal  bleeding  was 
evaluated  in  20  subjects  free  of  any  gas¬ 
trointestinal  symptoms  or  disease.  During 
oral  testimony  before  the  OTC  Analgesic 
Panel  meeting  on  July  30, 1973,  the  man¬ 
ufacturer  stated  that  the  report  had  not 
been  submitted  to  the  OTC  Antacid  Panel 
because  of  differences  between  the  for¬ 
mulation  marketed  in  Australia  used  in 
the  study,  and  the  formulation  marketed 
in  the  United  States.  In  the  study,  bleed¬ 
ing  was  estimated  by  fecal  determination 
of  radioactive  chromium  (CR”)  labeled 
red  blood  cells.  The  effects  were  measured 
for  16  consecutive  days  on  each  subject — 
8  days  with  treatment  (2  tablets  4  times 
daily)  and  8  days  without  treatment 
(control  period).  Emplo3dng  statistical 
procedmes,  the  investigator  omitted  the 
values  of  three  subjects  having  blood  loss 
well  in  excess  of  the  range  of  the  other 
subjects.  He  concluded  that  the  drug 
produced  no  significant  blood  loss.  One 
comment,  using  a  different  statistical  ap¬ 
proach  which  included  the  aberrant 
values,  found  a  statistically  significant 
increase  in  bleeding  for  each  subject. 
Further  evaluation  by  others  using  addi¬ 
tional  statistical  methods  are  conflicting. 
Previous  data  submitted  to  the  Panel  in¬ 
cluded  six  other  fecal  blood  loss  studies, 
in  addition  to  the  Australian  study.  All 
investigators  concluded  that  there  was 
no  significant  blood  loss  from  the  prod¬ 
uct. 

The  Commissioner  concludes  that  the 
findings  in  the  Australian  study  are  not 
consistent  with  blood  loss  patterns  nor¬ 
mally  observed  following  ingestion  of  as¬ 
pirin.  Three  subjects  had  blood  loss  in  ex¬ 
cess  of  the  range  of  other  subjects  mi  one 
day  during  drug  treatment,  but  were  es¬ 
sentially  normal  within  24  hours.  Only 
one  subject  for  three  consecutive  days 
had  excessive  blood  loss  during  the  treat¬ 
ment  period  but  showed  marked  Im¬ 
provement  with  no  blood  loss  on  the  fined 
day  of  the  study.  If  the  blood  loss  were 
attributable  to  the  product,  it  should 
have  (xmtinued  for  the  duratum  of  the 
treatment  period. 

The  Oommissioner  further  concludes, 
on  reviewing  all  the  blood  loss  studies 
and  other  available  data,  that  the  bloc^ 
loss  reported  in  the  Australian  study  is 
not  clinically  significant.  Normal  blood 
loss  often  exceeds  the  relatively  small 
amount  lost  by  even  the  three  high  sub¬ 
jects.  Nor  is  there  evidence  to  show  that 
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a  small  increase  in  blood  loss  is  in  any 
way  harmful  to  persons  taking  OTC 
medications,  particularly  since  the  choice 
is  between  taking  the  analgesic  and  ant¬ 
acid  separately  or  in  combination. 

67.  There  was  cwnment  that  the  Panel 
should  have  found  simethicone  to  be  a 
safe  and  effective  antiflatulent.  The  com¬ 
ment  stated  that,  in  failing  to  do  so,  the 
Panel  had  reached  a  conclusion  which 
was  inconsistent  with  §  130.301  (a)  (4)  (ii) , 
because  the  Panel  accepted  the  fact  that 
simethicone  was  effective  for  lessening 
postoperative  gas  pains  and  amounts 
of  gaseous  accumulations  as  judged  by 
x-ray.  Using  the  definition  of  effective¬ 
ness  the  comment  foimd  that  there  is  a 
reasonable  expectaticm  that  a  significant 
porticm  of  the  target  population  will  ob¬ 
tain  clinically  significant  relief  of  the 
type  claimed. 

The  Commissioner,  after  reviewing  the 
panel  report  and  the  additional  data  sub¬ 
mitted  (see  paragraph  68),  concludes 
that  simethicone  is  a  safe  and  effective 
antiflatulent.  However,  because  this  in¬ 
gredient  is  not  an  antacid  the  Cmnmis- 
sioner  has  concluded  to  establish  a  sep¬ 
arate  monc^raph  for  antiflatulents.  He 
also  recognizes  the  po<%ibUity  that  other 
safe  and  effective  antiflatulents  may  be 
available  but  were  not  submitted  to  the 
Antacid  Panel.  For  this  reason,  he  has 
decided  that  any  other  claimed  antiflatu¬ 
lent  active  Ingredients  should  be  sub¬ 
mitted  when  the  call  for  data  for  mis¬ 
cellaneous  internal  products  is  published. 
After  such  data  are  reviewed,  the  Cwn- 
missioner  will  amend  the  antiflatulent 
monograph  to  include  any  additicmal  safe 
and  effective  ingredients. 

68.  There  were  comments  that  ant¬ 
acid-simethicone  combinations  should 
have  been  foimd  to  be  a  safe  and  effec¬ 
tive  antacid-antiflatulent,  because  ex¬ 
cessive  gas  and  bloating  generally  accom¬ 
pany  functional  gastrointestinal  disturb¬ 
ances.  It  was  stated  that  the  consumer 
may  not  be  able  to  distinguish  between 
symptoms  caused  by  gastric  acid  and 
those  caused  by  gas  accumulation  and 
that  the  combination  of  an  antacid  and 
simethicone  is  useful  in  both  ts^pes  of  dis¬ 
tress  without  decreasing  the  safety  or 
efficacy  of  either  ingredient.  The  Panel 
had  questioned  whether  coalescence  of 
gas  bubbles  is  clinically  beneflcial, 
whether  simethicone  reduces  gas  accu¬ 
mulation  symptoms  under  ordinary  con¬ 
ditions  of  life,  and  whether  any  of  the 
sensations  of  gas  accumulation  are  ac¬ 
tually  produced  by  the  gas.  Two  addi¬ 
tional  studies  evaluating  simethicone 
alone  were  submitted  during  the  com¬ 
ment  period  in  an  attempt  to  resolve 
these  questions:  (1)  A  double  blind  10- 
day  study  in  which  patients  evaluated 
the  reduction  of  gas  accumulation  symp¬ 
toms,  and  (2)  a  double  blind  cross-over 
study  evaluating  symptoms  after  inges¬ 
tion  of  a  s3miptom-provoking  meal.  In 
both  studies,  the  patients  showed  a  sta¬ 
tistically  significant  preference  for  si¬ 
methicone  over  the  placebo. 

After  reviewing  the  Panel  report,  the 
data  filed  in  the  original  submissions 
and  the  two  additional  studies,  the  Com¬ 


missioner  had  determined  there  is  a 
reasonable  expectation  that  simethicone 
will  be  effective  if  used  in  such  a  combi¬ 
nation.  Proper  l^ieling  of  the  combina¬ 
tion  is  important.  Any  claim  of  effec¬ 
tiveness  for  an  antacid-simethicone  com¬ 
bination  must  be  related  to  the  antacid 
properties  of  the  product  because  there 
is  a  lack  of  evidence  that  the  cwnbina- 
tion  is  effective  for  gas  acciunulations 
alone.  The  tentative  final  monograph  for 
antacids  has  been  amended  to  Include  an 
antacid-antiflatulent  combination,  and 
a  separate  antiflatulent  monograph  has 
been  established. 

INACTIVE  INGREDIENTS 

69.  There  was  comment  that  the  maxi¬ 
mum  dosage  of  lactose  is  unreasonable 
because  §  130.305(a)  (9)  allows  milk 
solids  to  be  used  without  limitation  and 
dairy  products  are  often  used  in  a  Sippy 
regimen. 

The  Panel’s  primary  ccmcem  was  for 
those  individuals  unable  to  produce  suffi¬ 
cient  lactase  enzyme  to  digest  lactose. 
These  lactase  deficient  individuals  nor¬ 
mally  limit  their  consumption  of  milk 
products  which  contain  lactose. 

The  comment  is  correct.  The  limita¬ 
tion  is  inconsistent  and  will  be  revised. 
The  Commissioner  has  concluded  that 
lactase  deficient  individuals  should  be 
provided  with  the  labeling  information 
and  a  statement  has  therefore  been 
added  to  the  warnings,  §  130.305(c). 

Commissioner’s  Determination  of 
(Category  ID  Conditions  Under 
Which  Antacid  Products  Are  Not 
Generally  Recognized  As  Safe  and 
Effective  or  Are  Misbranded 

Based  upon  the  record  before  him  (all 
data  submitted,  the  minutes  of  the  Panel 
meetings,  the  Panel  report,  and  all  com¬ 
ments)  ,  the  Commissioner  deter¬ 
mines  that  the  use  of  antacids  under  the 
following  conditions  is  unsupported  by 
scientific  data,  and  in  many  instances  by 
sound  theoretical  reasoning.  The  Com¬ 
missioner  concludes  that  the  ingredients, 
labeling,  and  combination  drugs  involved 
should  not  be  permitted  in  interstate 
commerce  effective  as  of  6  months  after 
publication  of  the  final  monograph  in 
the  Federal  Register,  until  scientific 
testing  supports  their  use. 

A.  Active  ingredients.  No  active  ingre¬ 
dients  that  are  not  included  in  the  Mono¬ 
graph  or  Category  III  have,  in  the  Com¬ 
missioner’s  opinion,  been  shown  by  ade¬ 
quate  and  reliable  scientific  evidence  to 
be  safe  and  effective. 

B.  Labeling.  The  Commissioner  con¬ 
cludes  that  it  is  not  truthful  and  accu¬ 
rate  to  make  claims  or  to  use  indications 
on  the  package  label  that  the  product 
may  directly  affect  “nervous  or  emotional 
disturbances.’’  “excessive  smoking,’’ 
“food  intolerance,’’  consumption  of  “al¬ 
coholic  beverages,’’  “acidosis,”  “nervous 
tension  headaches,”  “cold  symptoms,” 
and  “morning  sickness  of  pregnancy” 
since  the  relationship  of  such  phenomena 
to  gastric  acidity  is  both  unproven  and 
unlikely. 

C.  Drugs  combining  antacid  and  other 


active  ingredients.  1.  The  Commissioner 
concludes  that  it  is  valid  to  combine  an 
antacid  with  aspirin  for  the  purpose  of 
buffering  the  aspirin  and  for  the  treat¬ 
ment  of  concurrent  symptoms.  He  fur¬ 
ther  concludes  that  fixed  antacid-aspirin 
combinations  are  irrational  for  antacid 
use  alone  and  therefore  may  not  be  la¬ 
beled  or  marketed  for  such  use.  Not  only 
are  OTC  antacids  sometimes  indiscrimi¬ 
nately  used,  which  may  lead  to  aspirin 
toxicity  with  such  combinations,  but  as¬ 
pirin  also  has  a  potential  for  damaging 
the  gastrointestinal  mucosa  by  the  topi¬ 
cal  action  of  breaking  the  mucosal  bar¬ 
rier  or  by  other  mechanisms.  Because  of 
this  potential  and  the  lack  of  evidence 
of  effectiveness  of  salicylate  for  antacid 
indications,  benefit-risk  considerations 
dictate  that  such  a  product  not  be  in¬ 
dicated  solely  for  antacid  purposes. 

2.  The  Commissioner  concludes  that  it 
is  not  safe  and  effective  concurrent 
t^rapy  to  add  an  anticholinergic  ingre¬ 
dient  to  an  OTC  antacid  product,  because 
optimal  use  of  antacids  and  anticholin¬ 
ergic  drugs  requires  independent  adjust¬ 
ment  of  dosages  of  each  drug,  because 
the  addition  of  an  anticholinergic  drug  In 
a  concentrati<m  large  enough  to  have  de¬ 
tectable  pharmacologic  effects  would 
result  in  a  compound  too  toxic  for  use 
in  self-medication,  and  because  entirely 
safe  amounts  of  anticholinergics  have  not 
been  shown  to  affect  gastric  secretion  or 
upper  gastrointestinal  symptoms.  Since 
elderly  persons  number  prominently 
among  antacid  users,  cycloplegia  and 
urinary  retention  induced  by  anticholin¬ 
ergic  drugs  is  a  definite  risk.  Thus,  a  fixed 
combination  of  antacid  and  anticholin¬ 
ergic  will  result,  regardless  of  how  formu¬ 
lated,  in  a  mixture  that  is  either  unsafe 
or  ineffective. 

For  the  same  reasons,  the  Commis¬ 
sioner  also  concludes  that  it  is  not  safe 
and  effective  concurrent  therapy  to  com¬ 
bine  antacids  with  sedative-hypnotic  in¬ 
gredients. 

3.  The  Commissioner  concludes  that  it 
is  not  rational  concurrent  therapy  for  a 
significant  portion  of  the  target  popula¬ 
tion  for  the  label  to  claim  that  a  com¬ 
bination  product  (e.g.,  mineral  oil  and 
magnesium  hydroxide)  is  to  be  used  both 
as  an  antacid  and  as  a  laxative  if  the 
laxative  claim  is  supported  by  a  non¬ 
antacid  laxative  ingi^lent. 

The  Commissioner  recognized  that 
there  are  active  antacid  ingredients  to 
be  reviewed  by  the  OTC  Laxative  Panel 
that  may  be  effective  as  laxatives  at 
higher  doses  than  those  used  for  antacid 
action,  and  for  this  reason  takes  no  posi¬ 
tion  on  use  of  these  ingredients  as  laxa¬ 
tives  at  this  time. 

4.  The  Commissioner  is  not  aware  of 
any  study  showing  that  the  aiddltion  of 
an  antipeptic  agent  to  an  antacid  product 
increases  the  product’s  efficacy  as  an  ant¬ 
acid  or  is  otherwise  effective  as  a  means 
of  managing  upper  gastrointestinal 
symptoms.  All  antacids  are  antipeptic  in 
the  sense  that  peptic  activity  is  reduced 
as  pH  Increases  and  pepsin  is  irreversi¬ 
bly  inactivated  at  pH’s  above  7.  No  claim 
for  antipeptic  activity  can  be  considered 
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truthful  and  accurate  until  it  is  substan¬ 
tiated  both  by  scientifically  valid  in  vitro 
tests  showing  that  the  antipeptic  action 
is  substantially  greater  than  that  of  an 
agent  with  only  antacid  action  (such  as 
sodium  bicarbonate) ,  and  it  is  proved  by 
studies  that  the  antipeptic  activity  is 
clinically  meaningful  and  therefore  con¬ 
tributes  significantly  to  the  product’s 
effectiveness. 

5.  The  (Commissioner  concludes  that 
the  addition  of  proteolytic  agents  or  bile 
or  bile  salts  to  antacid  products  is  un¬ 
safe.  Since  pepsin  is  presumably  involved 
in  the  pathogenesis  of  peptic  ulcer,  the 
addition  of  pepsin  to  antacid  products 
may  be  potentially  harmful.  Since  bile 
and  bile  salts  can  damage  gastric  mucosa, 
and  since  they  may  be  involved  in  the 
pathogenesis  of  gastric  ulcer,  these  sub¬ 
stances  should  not  be  permitted  in  ant¬ 
acid  products. 

6.  The  Commissioner  concludes  that 
the  addition  of  an  antiemetic  to  an  ant¬ 
acid  product  is  not  rational  therapy  for 
a  significant  portion  of  the  target 
population. 

Commissioner’s  Determination  of  (Cat¬ 
egory  m)  Conditions  for  Which  the 
Available  Data  are  Insufficient  to 
Permit  Pinal  Classification  at  This 
Time 

Based  upon  the  record  before  him,  the 
Commissioner  determines  that  adequate 
and  reliable  scientific  evidence  is  not 
available  at  this  time  to  permit  final 
classification  of  the  active  ingredients 
listed  below. 

A.  Active  ingredients.  These  ingredi¬ 
ents  have  either  no  or  negligible  antacid 
action,  and  there  is  inadequate  evidence 
of  their  effectiveness  for  their  nonantacid 
action  in  the  relief  of  upper  gastrointesti¬ 
nal  symptoms  or  in  their  adjuvant  or 
corrective  properties.  The  Commissioner 
concludes  it  reasonable  to  provide  2  years 
for  the  development  and  review  of  such 
evidence.  Marketing  need  not  cease  dur¬ 
ing  this  time  if  adequate  testing  is  imder- 
taken  to  prove  effectiveness,  provided 
that  any  product  that  claims  to  be  an 
antacid  (i.e.,  neutralize  stomach  acid) 
meets  the  in  vitro  antacid  effectiveness 
standard  (see  monograph).  If  adequate 
effectiveness  data  are  not  obtained  within 
2  years,  these  ingredients  listed  in  this 
category  should  no  longer  be  permitted, 
even  in  a  product  that  meets  the  in  vitro 
antacid  effectiveness  standard,  because 
of  a  lack  of  evidence  that  these  ingre¬ 
dients  make  a  meaningful  contribution 
to  the  claimed  effects. 

1.  Alginic  acid.  Although  the  ingestion 
of  alginic  acid-containing  products  may 
produce  a  layer  of  material  floating  on 
top  of  the  gastric  contents,  the  Commis¬ 
sioner  concludes  that  present  evidence 
is  insufiBcient  to  demonstrate  the  effec¬ 
tiveness  of  this  action.  The  studies  are 
fragmentary,  uncontrolled,  and  few  in 
number.  No  evidence  is  presented  as  to 
reproducibility  of  results.  There  is  in¬ 
sufficient  evidence  that  alginic  acid-con¬ 
taining  antacid  products,  even  if  they 
do  produce  a  floating  layer  on  top  of  the 
gastric  contents,  are  clinically  beneficial. 


Indeed,  such  evidence  as  there  is  indi¬ 
cates  that  these  products  do  not  increase 
the  pH  of  gastric  contents  as  a  whole. 
Since  regurgitation  of  gastric  contents 
is  particularly  apt  to  occur  when  patients 
are  lying  down  rather  than  in  the  upright 
position,  alginic  acid-containing  products 
may  be  less  beneficial  than  a  standard 
antacid  which  is  more  likely  to  increase 
the  pH  throughout  the  gastric  contents. 

The  Commissioner  concludes  alginic 
acid  to  be  safe  in  amounts  usually  taken 
orally  (e.g.,  4  grams  per  day)  in  antacid 
products,  and  believes  it  unnecessary  to 
impose  a  specific  dosage  limitation  at 
this  time. 

2.  Attapulgite  {activated).  The  Com¬ 
missioner  concludes  that  this  ingredient 
is  safe  in  the  amounts  usually  taken 
orally  in  antacid  products,  and  believes 
it  unnecessary  to  impose  a  specific  dos¬ 
age  limitation  at  this  time. 

3.  Charcoal,  activated.  The  Commis¬ 
sioner  concludes  charcoal  to  be  safe  in 
amounts  usually  taken  orally  in  antacid 
products,  and  believes  it  unnecessary  to 
impose  a  specific  dosage  limitation  at  this 
time.  Since  charcoal-containing  products 
may  decrease  absorption  of  certain  oral 
drugs,  the  label  should  state  during  this 
interim  period  the  standard  drug  inter¬ 
action  warning;  “Warning;  Do  not  take 
this  product  concurrently  with  a  pre¬ 
scription  drug  except  on  the  advice  of 
your  physician.’’  Study  is  specifically 
needed  to  determine  whether  the  char¬ 
coal  used  contains  benzpjrrene  or  methyl- 
cholanthrane  type  carcinogens. 

4.  Gastric  mucin.  The  Commissioner 
concludes  that  this  ingredient  is  safe  in 
the  amounts  usually  taken  orally  in  ant¬ 
acid  products,  arid  believes  it  unneces¬ 
sary  to  impose  a  specific  dosage  limita¬ 
tion  at  this  time. 

5.  Kaolin.  The  Commissioner  concludes 
kaolin  to  be  safe  in  amounts  usually 
taken  orally  in  antacid  products,  and  be¬ 
lieves  it  unnecessary  to  impose  a  specific 
dosage  limitation  at  this  time. 

Since  kaolin  affects  gastrointestinal 
absorption,  the  Commissioner  concludes 
that  ethical  labeling  should  indicate  that 
kaolin  may  interfere  with  the  absorption 
of  other  drugs. 

6.  Methylcellulose.  The  Commissioner 
concludes  methylcellulose  to  be  safe  in 
amounts  usually  taken  orally  (e.g.,  2 
grams  per  day  in  antacid  products) ,  and 
believes  it  unnecessary  to  impose  a  spe¬ 
cific  dosage  limitation  at  this  time. 

7.  Pectin.  The  Ctommissioner  concludes 
that  this  ingredient  is  safe  in  the 
amoimts  usually  taken  orally  in  antacid 
products,  and  believes  it  imnecessary  to 
impose  a  specific  dosage  limitation  at  this 
time. 

8.  Carboxy  methylcellulose.  The  Com¬ 
missioner  concludes  carboxy  methylcel¬ 
lulose  to  be  safe  in  amounts  usually 
taken  (e.g.,  3  grams  per  day)  in  antacid 
products,  and  believes  it  unnecessary  to 
impose  a  specific  dosage  limitation  at  this 
time. 

B.  Labeling.  1.  OTC  products  contain¬ 
ing  ingredients  listed  in  Category  I  or 
HI  are  often  used  to  treat  symptoms  that 
are  not  known  to  be  related  to  acidity  of 


gastric  contents.  These  products  may  or 
may  not  qualify  as  antacids  by  the  in 
vitro  acid  neutralizing  test.  The  symp¬ 
toms  include  “indigestion,”  “gas,”  “upper 
abdominal  pressure,”  “full  feeling,” 
“nausea,”  “excessive  eructations,”  “upset 
stomach,”  and  the  like.  Some  of  these 
symptoms  are  vague,  most  are  poorly 
imderstood  as  to  pathophysiological 
mechanism,  and  none  have  been  shown 
by  adequate  and  reliable  scientific  evi¬ 
dence  to  be  caused  by  or  alleviated  by 
changes  in  gastric  acidity.  The  Commis¬ 
sioner  concludes  that  companies  market¬ 
ing  products  that  make  claims  for  allevi¬ 
ation  of  these  or  other  similar  symptoms 
must  within  2  years  provide  evidence  of 
effectiveness,  consisting  of  statistically 
valid  clinical  trials,  in  relieving  each  of 
these  symptoms  for  which  a  claim  is 
made.  No  claim  for  acid  neutralizing 
properties  can  be  made  unless  the  prod¬ 
uct  meets  the  in  vitro  standard  (see 
monograph).  Claims  for  those  symptoms 
for  which  such  evidence  has  not  been 
provided  by  that  time  must  be  with¬ 
drawn. 

2.  The  Commissioner  concludes  that 
claims  or  indications  which  link  certain 
signs  and  symptoms,  such  as  “sour 
breath,”  “upper  abdominal  pressure,” 
“full  feeling,”  “nausea,”  “stomach  dis¬ 
tress,”  “indigestion,”  “upset  stomach,” 
and  “excessive  eructations”  with  normal 
or  hypernormal  gastric  acidity,  are  im- 
proven  since  the  relationship  of  such 
signs  and  symptoms  to  gastric  acidity  is 
vmknown  or  dubious  and  there  is  no  ade¬ 
quate  and  reliable  scientific  evidence  to 
support  these  claims.  Such  claims  or  in¬ 
dications  encourage  the  user  to  draw 
conclusions  as  to  the  cause  or  intermedi¬ 
ation  of  such  symptoms,  a  conclusion 
that  even  the  medical  professional  is  in¬ 
capable  of  drawing  at  this  time.  There¬ 
fore,  the  Commissioner  concludes  those 
claims  and  indications  that  link  these 
symptoms  to  acidity  or  “hyperacidity” 
should  not  be  permitted  unless  supported 
by  statistically  valid  clinical  trials  ob¬ 
tained  within  two  years. 

3.  The  Commissioner  concludes  that 
the  evidence  currently  available  is  inade¬ 
quate  to  suppKirt  the  claim  that  such 
properties  as  “floating,”  “coating,”  “de¬ 
foaming,”  “demulcent,”  and  “carmina¬ 
tive”  contribute  to  the  relief  of  upper 
gastrointestinal  symptoms.  The  con¬ 
tinued  use  of  such  claims,  or  ones  closely 
allied  to  them,  requires  additional  studies 
both  to  confirm  the  claimed  specific 
action  and  to  demonstrate  clinical  sig¬ 
nificance.  These  studies  must  also  be 
completed  within  two  years. 

Therefore,  pursuant  to  provisions  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  (secs.  201,  502,  505,  701,  52  Stat. 
1040-1042  as  amended,  1050-1053  as 
amended,  1055-1056  as  amended  by  70 
Stat.  919  and  72  Stat.  948;  (21  U.S.C.  321, 
352,  371),  the  Administrative  Procedure 
Act  (secs.  4,  5,  10,  60  Stat.  238  and  243  as 
amended;  (5  U.S.C.  553,  554,  702,  703, 
704)),  and  imder  authority  delegated  to 
him  (21  CFR  2.120),  the  Commissioner 
of  Food  and  Drugs  is  publishing  as  tenta¬ 
tive  final  monographs  new  §§  130.305  and 
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130.306,  as  amendments  to  Subpart  D  of 
Part  130,  to  read  as  follows: 

§  130.303  Antacids. 

An  over-the-coimter  antacid  product 
in  a  form  suitable  for  oral  administration 
is  generally  recognized  as  safe  and  effec¬ 
tive  and  is  not  misbranded  if  it  meets 
each  of  the  following  conditions  and  each 
of  the  general  conditions  established  in 
§  130.302. 

(a)  Antacid  active  ingredientts) .  The 
active  antacid  ing:redient(s)  of  the  prod¬ 
uct  consist (s)  of  one  or  more  of  the  in¬ 
gredients  permitted  in  subparagraphs  (2) 
tlirough  (14)  of  this  paragraph  within 
any  maximum  daily  dosage  limit  estab¬ 
lished.  each  ingredient  is  included  at  a 
level  that  contributes  at  least  25  percent 
of  the  total  acid  neutralizing  capacity  of 
the  product,  and  the  finished  product  has 
a  pH  of  3.5  or  greater  at  the  end  of  the 
initial  10-minute  period  as  measured  by 
the  method  established  in  subparagraph 

(1)  of  this  paragraph.  To  meet  the  25 
percent  requirement,  four  times  the 
amoimt  of  each  ingredient  present  in  a 
unit  dose  of  a  product  containing  two 
or  more  ingredients  must  meet  the  re¬ 
quirements  of  the  acid  neutralizing  test. 
This  requirement  does  not  apply  to  an 
antacid  ingredient  specifically  added  as 
a  corrective  to  prevent  a  laxative  or  con¬ 
stipating  effect. 

(l)  The  neutralizing  capacity  of  the 
product  shall  be  measured  in  the  follow¬ 
ing  way: 

(i)  Materials. 

(a)  Antacid. 

(b)  0.1  NHCl. 

(c)  1.0  NHCl. 

(d)  Standardizing  buffer  pH  4.0  (0.05 
M  potassium  hydrogen  phthalate). 

(c)  pH  meter. 

(/)  Magnetic  stirrer. 

(fir)  Magnetic  stirring  bars  (25  mm. 
long,  9  mm.  diameter) . 

(h)  100  ml.  beakers  (45  mm.  inside 
diameter) . 

(i)  50  ml.  buret. 

(j)  Buret  stand. 

(fc)  50  ml.  pipet  calibrated  to  deliver. 

(Z)  Tablet  comminuting  device. 

(m)  Temperature  controlling  equip¬ 
ment. 

(n)  12  and  16  standard  mesh  sieves. 

(o)  Phototachometer  or  similar  device. 

(ii)  Procedure. 

(a)  Control  temperature  at  37*  C. 

(b)  Standardize  pH  meter  at  pH  4.0 
with  standardizing  buffer  and  at  pH  1.1 
with  0.1  N  HCl. 

(c)  Place  empty  beaker  on  stirrer,  add 
stirring  bar,  determine  setting  for  stir¬ 
ring  at  500  r.p.m.  throughout. 

(d)  Add  one  imit  dose  of  antacid  and 
50  ml.  0.1  N  HCl  to  beaker.  Acid  or  ant¬ 
acid  may  be  added  first.  If  antacid  is  in 
tablet  form,  it  may  be  added  as  whole 
tablets  or  as  particles  except  that  if  label 
states  that  tablets  are  to  be  swallowed 
whole,  whole  tablets  should  be  used  in 
the  test.  Particles  should  be  prepared 
from  ground  tablets  taking  particles  that 
pass  a  12  standard  mesh  sieve  and  are 
held  by  a  16  standard  mesh  sieve.  If 
particles  are  used,  the  weight  of  par- 
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tides  should  equal  the  weight  of  a  unit 
dose. 

(e)  Stir  for  exactly  10  minutes  at  500 
r.pm. 

(/)  Read  and  record  pH. 

(fif)  If  pH  is  3.5  or  greater,  proceed;  if 
pH  is  below  3.5,  stop  test. 

(h)  If  pH  in  item  (fir)  of  this  sub¬ 
division  is  3.5  or  greater,  add  0.1  N  or 
1.0  N  HCl  from  buret  to  bring  pH  to  3.5. 
Continue  to  add  0.1  N  or  1.0  N  HCl  at  the 
rate  reqxiired  to  hold  pH  at  3.5. 

(t)  Exactly  5  minutes  after  beginning 
addition  of  0.1  N  or  1.0  N  HCl  (15  minutes 
after  mixing  antacide  and  acid)  read 
and  record  ml.  of  0.1  N  or  1.0  N  HCl 
used. 

(j)  Calculation:  5  mEq.  (in  50  ml.  0.1 
N  H(n  used  in  1st  10  min.)+mEq(s) 
(number  of  mis.  1.0  HCl  or  0.1  times 
number  of  mis.  of  0.1  N  HC3)  added  dur¬ 
ing  period  10  to  15  min.=mEq.  acid 
neutralized  in  15  min. 

(iii)  The  formulation  and/or  mode  of 
administration  of  certain  products  (e.g., 
in  chewing  gum  form)  may  require  modi¬ 
fication  of  this  in  vitro  t^t. 

(2)  Aluminum-containing  active  in¬ 
gredients: 

(i)  Aluminum  carbonate. 

(ii)  Aluminum  hydroxide  (or  as  alu- 
minm  hydroxide-hexitol  stablized  poly¬ 
mer,  aluminum  hydroxide-magnesium 
carbonate  codried  gel,  aluminum  hydrox¬ 
ide-magnesium  trisilicate  codried  gel, 
aluminum-hydroxide  sucrose  powder 
hydrated). 

(iii)  Dihydroxyaliuninum  aminoace- 
tate  and  dihydroxyaluminum  aminoace- 
tic  acid. 

(iv)  Aluminum  phosphate,  maximum 
daily  dosage  limit  8  grams. 

(v)  Dihydroxyaluminum  sodium  car¬ 
bonate. 

(3)  Bicarbcmate-containing  active  in¬ 
gredients:  Bicarbonate  ion,  maximum 
daily  dosage  limit  200  mEq.  for  persons 
up  to  60  years  old  and  100  mEq.  for  per¬ 
sons  60  years  or  older. 

(4)  Bismuth-containing  active  ingre¬ 
dients: 

(i)  Bismuth  aluminate. 

(ii)  Bismuth  carbonate. 

(iii)  Bismuth  subcarbonate. 

(iv)  Bismuth  sid}gallate. 

(V)  Bismuth  subnitrate. 

(5)  Calcium-containing  active  ingre¬ 
dients:  Calcium,  as  carbonate  or  phos¬ 
phate,  maximum  daily  dosage  limit  160 
mEq.  calcium  (e.g.,  8  grams  calcium  car¬ 
bonate). 

(6)  Citrate-containing  active  ingredi¬ 
ents:  Citrate  icm,  as  citric  acid  or  salt, 
maximum  daily  dosage  limit  8  grams. 

(7)  Glycine  (aminoace tic  acid). 

(8)  Magnesium-containing  active  in¬ 
gredients: 

(i)  Hydrate  magnesium  aluminate 
activated  sulfate. 

(ii)  Magaldrate. 

(iii)  Magnesimn  aluminosilicates. 

(iv)  Magnesium  carbonate. 

(V)  Magnesium  glycinate. 

(vi)  Magnesium  hydroxide. 

(vii)  Magnesium  oxide. 

(viii)  Magnesium  trisilicate. 

( 9)  Milk  solids,  dried. 


(10)  Phosphate-containing  active  in¬ 
gredients: 

(i)  Aluminmn  phosphate,  maximiun 
daily  dosage  hndt  8  grams. 

(11)  MOno  or  dibasic  calcium  salt, 
maximum  daily  dosage  limit  2  grams. 

(iii)  Trlcalclum  phosphate,  maximum 
daily  dosage  limit  24  grams. 

(11)  Potassiiun-containing  active  in¬ 
gredients. 

(12)  Sodium-containing  active  ingre¬ 
dients: 

(i)  Sodium  bicarbonate  (or  carbonate 
when  used  as  a  component  of  an  effer¬ 
vescent  preparation).  The  maximum 
daily  dosage  limit  is  200  mEq.  of  sodium 
for  persons  up  to  60  years  old  and  100 
mEq.  of  sodium  for  persons  60  years  or 
older;  and  200  mEq.  of  bicarbonate  ion 
for  persons  up  to  60  years  old  and  100 
mEq.  of  bicarbonate  ion  for  persons  60 
years  or  older. 

(13)  Silicates: 

(i)  Magnesium  aluminosilicates. 

(ii)  Alagnesium  trisilicate. 

(14)  Tartrate-containing  active  ingre¬ 
dients.  Tartaric  acid  or  its  salts,  maxi¬ 
mum  daily  dosage  limit  200  mEq.  (15 
grams)  of  tartrate. 

(b)  Indications.  The  labeling  of  the 
product  represents  or  suggests  the  prod¬ 
uct  as  an  “antacid,”  to  alleviate  the 
symptoms  of  “heartburn,”  “sour  stom¬ 
ach,”  or  “acid  Indigestion.” 

(c)  Warnings.  The  labeling  of  the 
product  contains  the  following  wramings : 

(1)  “Do  not  take  more  than  (maxi¬ 
mum  recommended  daily  dosage,  broken 
down  by  age  groups  if  appropriate,  ex¬ 
pressed  in  units  such  as  tablets  or  tea- 
sp(x>nfiils)  in  a  24-hour  period,  or  use 
the  maximum  dosage  of  this  product  for 
more  than  2  weeks,  except  imder  the  ad¬ 
vice  and  supervision  of  a  physician.” 

(2)  For  products  which  cause  <?onsti- 
pation  in  5  percent  or  more  of  persons 
who  take  the  maximiun  recommended 
dosage:  “May  cause  constipation.” 

(3)  For  products  which  cause  laxation 
in  5  percent  or  more  of  persons  who  take 
the  maximum  recommended  dosage: 
“May  have  laxative  effect.” 

(4)  For  pfoducts  containing  more  than 
50  mEki.  of  magnesium  in  the  rec(»n- 
mended  daily  dosage:  “Do  not  use  this 
product  except  imder  the  advice  and  su¬ 
pervision  of  a  physician  if  you  have  kid¬ 
ney  disease.” 

( 5)  For  products  containing  more  than 
5  mEq.  sodium  in  the  maximum  recom¬ 
mended  daily  dose:  “Do  not  use  this 
product  except  under  the  advice  and  su¬ 
pervision  of  a  physician  if  you  are  on  a 
sodium  restricted  diet.” 

(6)  For  products  containing  more  than 
25  mEq.  potassium  in  the  maximum  rec¬ 
ommended  dally  dose;  “Do  not  use  this 
product  except  under  the  advice  and  su¬ 
pervision  of  a  physician  if  you  have  kid¬ 
ney  disease.” 

(7)  For  products  containing  more  than 
5  gm  per  day  lactose  in  a  maximum 
daily  dosage:  “Do  not  use  this  product 
except  under  advice  and  supervision  of  a 
physician  if  you  are  aller^c  to  milk  or 
milk  products.” 
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(d)  Direction^  for  use.  The  labeling  of 
the  product  contains  the  recommended 
dosage  per  time  interval  (e.g^  every  4 
hours)  or  time  period  (e.g.,  4  times  a 
day)  broken  down  by  age  group®  if  ap¬ 
propriate,  followed  by  “except  imder  the 
advice,  and  supervision  of  a  physician.” 

(e)  Statement  of  sodium  containing 
ingredients.  The  labeling  of  the  product 
contains  the  sodium  content  per  dosage 
unit  (e.g.,  tablet,  teaspoonful)  if  it  is  0.2 
mEq.  (5  mg)  or  higher. 

(f)  Ethical  labeling.  The  labeling  of 
the  product  provided  to  physicians  (but 
not  to  the  general  public) : 

(1)  Shall  contain  the  neutralizing  ca¬ 
pacity  of  the  product,  as  calculated  in 
paragraph  (a)  (1)  (ii)  (j)  of  this  section, 
expressed  in  terms  of  the  dosage  recom¬ 
mended  per  minimum  time  interval  or, 
if  the  labeling  recommends  more  than 
one  dosage,  in  terms  of  the  minimum 
dosage  recommended  per  minimum  time 
interval.  The  neutralizing  capacity  value 
reported  in  such  labeling  may  not  exceed 
ten  percent  of  the  determined  lower  limit. 
Such  labeling  may  indicate  the  value  at 
the  time  of  manufacture  and/or  after  a 
specified  period  of  time.  No  product  may 
be  marketed  with  an  acid  neutralizing 
capacity  below  5  mEq. 

(2)  Shall,  if  the  product  is  an  alu¬ 
minum  or  kaolin-containing  antacid, 
contain  a  warning  that  absorption  of 
other  drugs  may  be  interfered  with  by 
the  aluminum  or  kaolin  in  the  product. 

(3)  May  contain  an  indication  for  the 
symptomatic  relief  of  hyperacidity  as¬ 
sociated  with  the  diagnosis  of  peptic 
ulcer,  gastritis,  peptic  esophagitis,  gas¬ 
tric  hyperacidity,  and  hiatal  hernia. 

(g)  Combination  with  nonantacid 
active  ingredients.  (1)  An  antacid  may 
contain  any  generally  recognized  as  safe 
and  effective  nonantacid  laxative  ingre¬ 
dient  (see  laxative  monograph)  to  cor¬ 
rect  for  constipation  caused  by  the  ant¬ 
acid.  No  labeling  claim  of  the  laxative 
effect  may  be  used  for  such  a  product. 

(2)  An  antacid  may  contain  any  gen¬ 
erally  recognized  as  safe  and  effective 
analgesic  ingredient(s)  (see  analgesic 
monograph)  if  it  is  indicated  for  use 
solely  for  the  conciurent  symptoms  in¬ 
volved  (e.g.,  headache  and  acid  indi¬ 
gestion)  . 

(3)  An  antacid  may  contain  any  gen¬ 
erally  recognized  as  safe  and  effective 
antifiatulent  ingredient  (see  antifiatulent 
monograph)  if  it  is  indicated  for  use 
solely  for  the  concurrent  symptoms  of 
gas  associated  with  heartburn,  sour 
stomach  or  acid  indigestion.' 

§  130.306  Antifiatulent. 

An  over-the-counter  antifiatulent 
I>roduct  in  a  form  suitable  for  oral  ad¬ 
ministration  is  generally  recognized  as 
safe  and  effective  and  is  not  misbranded 
if  it  meets  each  of  the  following  condi¬ 


tions  and  each  of  the  general  conditions 
established  in  §  130.302. 

(a)  Active  ingredient  (.s) .  Simethicone. 
Maximtun  dally  dose  500  mg. 

(b)  Indications.  The  labeling  of  the 
product  represents  or  suggests  the  prod¬ 
uct  as  an  “antifiatulent”  to  alleviate  the 
symptoms  of  gas. 

(c)  Directions  for  use.  The  labeling  of 
the  product  contains  the  recommended 
dosage  per  time  interval  (e.g.,  every  4 
hours)  or  time  period  (e.g.,  4  times  a  day) 
broken  down  by  age  group  if  appropriate, 
followed  by  “except  under  the  advice  and 
supervision  of  a  physician.” 

(d)  Ethical  labeling.  The  labeling  of 
the  product  provided  to  physicians  (but 
not  to  the  general  public)  may  contain 
as  additional  Indications  postoperative 
gas  pain. 

(e)  Combination  with  non-antiflatu- 
lent  active  ingredient ( s) .  An  antlflatu- 
lent  may  contain  any  generally  recog¬ 
nized  safe  and  effective  antacid  ingredi- 
ent(s)  (see  antacid  monograph)  if  it  Is 
indicated  for  use  solely  for  the  con¬ 
current  symptom  of  gas  associated 
with  heartburn,  sour  stomach  or  acid 
indigestion. 

Interested  persons  may  file  written 
objections  and  request  an  oral  hearing 
before  the  Commissioner  regarding  this 
proposal  on  or  before  December  12,  1973. 
Request  for  an  oral  hearing  must  spec¬ 
ify  points  to  be  covered  and  time 
requested. 

All  objections  and  requests  shall  be 
addressed  to  the  Hearing  Clerk,  Pood 
and  Drug  Administration,  Room  6-86, 
5600  Fishers  Lane,  Rockville,  MD  20852, 
and  may  be  accompanied  by  a  memoran¬ 
dum  or  brief  in  support  thereof.  Received 
objections  and  requests  may  be  seen  in 
the  above  office  during  working  hours, 
Monday  through  Friday.  Any  scheduled 
oral  hearing  will  be  announced  in  the 
Federal  Register. 

Dated:  November  2, 1973. 

A.  M.  Schmidt, 

Commissioner  of  Food  and  Drugs. 

[FR  Doc.73-23927  Piled  11-9-73:8:46  am] 


[  21  CFR  Part  130  ] 
OVER-THE-COUNTER  DRUGS 

Proposed  Procedures  Regarding  Public 
Comment  on  Review  Panel  Reports 

Section  130.301(a)(6)  of  the  proce¬ 
dures  governing  the  over-the-coimter 
(OTC)  drug  review  provides  that,  after 
an  advisory  review  panel  Issues  its  report 
to  the  Commissioner  of  Pood  and  Drugs, 
the  Commissioner  shall  publish  in  the 
Federal  Register  a  propiosed  order  con¬ 
taining  his  proposed  action. 

In  reviewing  the  report  of  the  first 
OTC  advisory  review  panel,  on  antacids, 
it  became  apparent  to  the  Commissioner 


that  it  would  be  more  expeditious  to  pub¬ 
lish  the  pane’s  report  and  proposed 
monograph,  without  change,  in  order  to 
obtain  full  public  comment  before  he 
made  any  decision  on  the  matters  in¬ 
volved.  It  appears  likely  that  this  pro¬ 
cedure  may  also  be  useful  for  handling 
the  rep>orts  of  other  OTC  advisory  review 
panels.  The  Commissioner  believes  that 
this  procedure  Is  within  the  intent  of  the 
existing  regulation,  but  comments  on  the 
proposed  antacid  monograph  contended 
that  it  is  not.  Accordingly,  to  clarify  this 
matter  the  Commissioner  is  proposing  to 
revise  §  130.301(a)  (6)  explicitly  to  in¬ 
corporate  this  procedure. 

Therefore,  pursuant  to  provisions  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  (secs.  201,  502,  505,  701,  52  Stat. 
1040-1042  as  amended,  1050-1053  as 
amended,  1055-1056  as  amended  by  70 
Stat.  919  and  72  Stat.  948;  (21  U.S.C. 
321,  352,  355,  371)  and  the  Administra¬ 
tive  Procedure  Act  (secs.  4,  5,  10,  60 
Stat.  238  and  243,  as  amended:  (5  U.S.C. 
553,  554,  702,  703,  704) )  and  under  au¬ 
thority  delegated  to  him  (21  CFR  2.120), 
the  Commissioner  proposes  to  amend  21 
CFR  130.301(a)  (6)  by  adding  the  follow¬ 
ing  sentence  to  the  end  of  the  imdesig- 
nated  paragraph  following  subdivision 
(iv) ,  to  read  as  follows: 

§  130,301  Over-the-counler  (OTC)  drugs 
for  human  use;  procedures  for  rule- 
making  for  the  rlassifipation  of  OTC 
drugs  as  generally  recognized  as  safe 
and  effective  and  not  misbranded 
under  prescribed,  recommended,  or 
suggested  conditions  of  use. 
***** 

(а)  *  ‘  • 

(б)  •  *  * 

(iv)  •  •  • 

*  *  *  The  Commissioner  may  satisfy 
this  requirement  by  publishing  in  the 
Federal  Register  a  proposed  order  siun- 
marizing  the  full  report  of  the  advisory 
review  panel,  containing  its  conclusions 
and  recommendations,  in  order  to  obtain 
full  public  comment  before  imdertaking 
his  own  evaluation  and  decision  on  the 
matters  involved. 

•  *  *  «  • 

Interested  persons  are  invited  to  sub¬ 
mit  their  comments  in  writing  (prefer¬ 
ably  in  quintuplicate)  regarding  this  pro¬ 
posal  on  or  before  December  12,  1973. 
Comments  should  be  filed  with  the  Hear¬ 
ing  Clerk,  Food  and  Drug  Administra¬ 
tion,  Room  6-86,  5600  Fishers  Lane, 
Rockville,  MD  20852,  and  may  be  accom¬ 
panied  by  a  memorandum  or  brief  in  sup¬ 
port  thereof.  Received  comments  may  be 
seen  in  the  above  office  during  working 
hoiirs,  Monday  through  Friday. 

Dated  November  2,  1973, 

A.  M.  Schmidt, 

Commissioner  of  Foods  and  Drugs. 

(FR  Doc.73-23926  FUed  ll-9-73;8:46  am] 
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Guide  to  Record  Retention 
Requirements 

[Revised  as  of  January  1,  1973] 


This  useful  reference  tool  is  designed 
to  keep  businessmen  and  the  general 
public  informed  concerning  the  many 
published  requirements  in  Federal  laws 
and  regulations  relating  to  record 
retention. 

The  90-page,  “Guide”  contains  over 
1,000  digests  which  tell  the  user  (1) 
what  type  records  must  be  kept,  (2) 
who  must  keep  them,  and  ( 3 )  how  long 


they  must  be  kept.  Each  digest  carries 
a  reference  to  the  full  text  of  the  basic 
law  or  regulation  providing  for  such 
retention. 

The  booklet’s  index,  numbering  over 
2,200  items,  lists  for  ready  reference 
the  categories  of  persons,  companies, 
and  products  affected  by  Federal 
record  retention  requirements. 


Price:  $1.50 
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